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... your treatment can make the difference 


In angina pectoris: “. . . the difference between 
complete, or almost complete, absence of symp- 
toms, or a prolonged illness with much suffering” 
may lie in routine prophylaxis with Peritrate.* 


New studies continue to confirm the effectiveness 
of this long-acting coronary vasodilator. “Impres- 
sive and sustained improvement” is observed in 
patients on Peritrate therapy.* 


Simple prophylaxis: Peritrate is not indicated to 
abort the acute attack (nitroglycerin is still the 
drug of choice). However, you can reduce or 
eliminate nitroglycerin: dependence and provide 
continuing protection against attacks of angina 
pectoris with Peritrate. Prophylaxis is simple: 10 
or 20 mg. of Peritrate before meals and at bed- 
time. Maintenance of a continuous daily dosage! 
schedule is important for successful therapy. 


Peritrate has been demonstrated to prevent or 


reduce the number of attacks, lessen nitroglycerin 
dependence, improve abnormal EKG findings and 


increase exercise tolerance.*** 


The specific needs of most patients and regimens 
are met with Peritrate’s five dosage forms: Peritrate 
10 nig. and 20 mg. tablets; Peritrate Delayed Ac- 
tion (10 mg.) for continuous protection through 
the night; Peritrate with Phenobarbital (10 mg. 
with phenobarbital 15 mg.) where sedation is also 
required; Peritrate with Aminophylline (10 mg. 
with aminophylline 100 mg.) in cardiac and cir- 
culatory insufficiency. 

Usital Dosage: 10 to 20 mg. before meals and at 
bedtime. 


H. N., and Miche A. 
Am. J. M,. Sc. 230:254 (Sept.) 1955. 2. Kory, R. C., et al.: 
Am. Heart J. 50:308 CAng.) 1955. 3, Winsor, T., and 


Humphreys, P.: Ay? :1 (Feb.) 1953. 4. Plotz, M.: 
New York State J..Med. 52:2012 (Aug. 15) 1982, 5. 5. 
Dailheu-Geoffroy, P.: L’Ouest-Médical, vol. 3 (July) 1 


Peritrate’ 


(brand of pentaerythritol tetranitrate) 


WARNER-CHILSOTT 


Subseription per annum, net Canada, Hawaii, and Puerto Rico; 
. other countries. 
Entered as Second Class Matter August 21. tase. at the Post Office at Lancaster, Pa., under the Act of —- 
8, 1879. Acceptance for mailing at a special rc 
embodied in paragraph (d-2), section 34,40, P. L. & I 
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Put top clinical consultants at your call! 


El. Goodman and Gilman 


THE PHARMACOLOGICAL BASIS OF 
THERAPEUTICS Ezition 2 


The clinical approach offers the physician 
the basic principles necessary for the rational 
use of drugs in every field of medical prac- 
tice. The material is easily accessible, cross- 
indexed, and bibliographized. 

$17.50 


(1955) 1,848 pages 


World Health Organization 
INFANT METABOLISM 


The proceedings of W.H.O.’s Seminars 
held in 1950 are now published for the first 
time. The valuable results of research and 
clinical projects embrace current physiologi- 
cal, biochemical, nutritional and pediatric 
problems in infant metabolism. 

(1956) 457 pages $8.00 


Paul Dudley White 
HEART DISEASE Edition 4 


Still the #1 book on the #1 medical prob- 
lem! Every phase of cardiology, from normal 
heart range to abnormalities and disorders of 
cardiovascular function, is masterfully pre- 
sented. Includes preventive aspects and sur- 
gical treatment. 

$12.00 


(1951) 1,015 pages 


EJ Joseph E. F. Riseman 
P-Q-R-S-T: A Guide to Electro- 


cardiogram Interpretation Edition 3 


How to analyze quickly and at the bedside 
an unknown EKG tracing and obtain an 
electrocardiograph diagnosis. Pictorialized 
step-by-step analyses and charts include the 
V and aV leads. 

$4.00 


(1952)° 124 pages 


IMPARTIAL MEDICAL TESTIMONY 


A Report by a Special Committee of The 
Association of the Bar of the City of New 
York on the Medical Expert Testimony 
Project. Medical and legal findings show how 
methods of securing impartial medical testi- 
mony can be improved. 
(1956) 188 pages $3.95 


Oscar Bodansky 
BIOCHEMISTRY OF DISEASE Edition 2 


The biocl.emical phenomena of diseases 
are arranged by clinical entities. “Recom- 
mended to physicians in order to apply in- 
telligently the many diagnostic and prognos- 
tic laboratory procedures.” — Journal of 
A.M.A. (1952) 1,222 pages $12.00 


Charles L. Burstein 


FUNDAMENTAL CONSIDERATIONS 
IN ANESTHESIA 2 


Interprets physiological and pharmacolog- 
ical concepts of modern anesthesiology, and 
gives the management of complications aris- 
ing from surgical intervention. “A truly con- 
cise accomplishment in this field.”—Journal 
of Medical Education 
(1955) 240 pages $5.50 


THE MACMILLAN COMPANY, 

Box AIM-4 

60 Fifth Avenue, New York 11, N. Y. 
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oO 5 oO 6 8 

Bill me 2 Payment enclosed [] 


(Publisher pays delivery charge if payment 
is made when ordering! ) 


Leslie M. LeCron 
EXPERIMENTAL HYPNOSIS 


A fascinating symposium by some of the 
leading authorities on hypnosis as used in 
medicine, psychiatry, dentistry and obstetrics 
who report on research, techniques, and re- 
sults of the clinical use of hypnosis. 

$6.00 


(1952) 483 pages 


+----ORDER NOW!----- 
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NEW HELP ON Diagnosis FOR THE INTERNIST 


| NEW!—From the Mayo Clinic— 
| Clinical Examinations in Neurology 


This practical guide tells you just what steps they take at the Mayo Clinic 
to arrive at a precise diagnosis of nervous diseases. Not only does the book 
give you the technique of useful tests—but it also fills you in on the relation 
of each test to the anatomy, physiology and disease of the area tested. 


Each of the 12 cranial nerves is considered individuaily—with a brief review 
of anatomy, techniques of testing, and interpretation. Separate chapters 
cover examination in: motor function, reflexes, sensory function, mental func- 
tion, language and motor speech, autonomic function, and selected problems 
of pain. The forms used at the Mayo Clinic for recording the history and 
results of clinical examination are described and sample filled-in forms are 
included. Helpful chapters discuss electro-encephalography and electromy- 
ography. Biochemical and pharmacologic aids in neurologic diagnosis are 
detailed. Examinations of cerebrospinal fluid by lumbar and cisternal punc- 
ture are evaluated. 


By Members of the Sections of Neurology and Section of Physi , Mayo Clinic and Mayo Foundation for 
yy Education and Research, Graduate School, University of Minnesota. 370 pages, 6’’ x 9}’’, pauaae =o 


NEW (2nd) EDITION! — 
Wells’ Clinical Pathology 


— Written specifically for the practicing physician, this useful little book tells 
7 you: (1) when laboratory tests may be useful in diagnosis; (2) exactly what 
a tests should be used; (3) what the test findings may mean in terms of disease; 
and (4) possible inadequacies and sources of error in tests. 


The material is arranged exactly as you use it. Beginning with a clinical 

problem, Dr. Wells guides you to the selection of the tests most useful in this 

problem and tells you how to collect and preserve the specimens. This New 

(2nd) Edition reflects all the developments in this field. A new chapter on 

Laboratory Methods gives technique of simple tests you can do in your office. 

py aes B. We.ts, M.D., Ph.D., Director of Clinical Investigation, The Lynn Clinic, Detroit. Former 
essor 


of Medicine and Chairman of the Department of Medicine, Creighton University School of Medicine, 
Omaha. 488 pages, 6’’ x 9}’’, illustrated. $8.50. New (2nd) Edition! 


W. B. SAUNDERS Company, West Washington Square, Philadelphia 5 
Please send me and charge my account: 

Mayo Clinic—Clinical Examinations in Neurology ...... $7.50 

Wells’ Clinical Pathology 8.50 
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ANNALS OF INTERNAL MEDICINE 


Simplified dosage* 
to prevent 
Angina Pectoris 


Metamine 


Triethanolamine trinitrate biphosphate, LEEMING, 10 mg. 


Sustained 


*Usual dose: Just 1 tablet upon arising and one before the evening meal. Bottles 
of 50 tablets. THos. LEEMING & Co., INc., 155 East 44th Street, N.Y. 17, N.Y. 


For Your Reference Library 


CUMULATIVE INDEX 
ANNALS OF INTERNAL MEDICINE 


The American College of Physicians has concluded the publication of a Cumu- 
lative Index of the ANNALS OF INTERNAL MEDICINE, Volumes 1 through 
40, July, 1927—June, 1954. It contains a complete Author Index and a complete 
Subject Index—an invaluable and timesaving Reference Guide to all that has 
been published in the ANNALS OF INTERNAL MEDICINE through 1954. 
The Index will be kept up to date by the publication of Supplements every five 
years. 


Price, $5.00 per copy, United States and dependencies. 
$5.50, other countries. 


The Supply is Limited. 


THE AMERICAN COLLEGE OF PHYSICIANS 


4200 Pine St., Philadelphia 4, Pa. 


Please Mention this Journal when writing to Advertisers 
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PURE ORANGE ANCE 

COFFEE 


the high cost of bad habits: gastric hyperacidity 


Hurried meals and tense days exact their 
price in short order. Gastric hyperacidity— 
whether acute or chronic—can, however, 
be relieved quickly and pleasantly with 
Gelusil. 

Awake or asleep, the patient is protected: 
The sustained action of magnesium trisili- 
cate and specially prepared aluminum hy- 
droxide gel restores and maintains a mildly 
acid gastric pH, without overneutralizing 
or alkalizing. With Gelusil, the twin dan- 
gers of acid rebound and systemic alkalosis 
are thus avoided. 

A new formulation, Gelusil-Lac, now com- 
bines the proven antacid action of Gelusil 
with the sustained buffering effect of 
specially prepared high-protein (low-fat) 


milk solids. The formula is designed to 
prevent the onset of gastric pain, particu- 
larly “middle-of-the-night” attacks. 


Nonconstipating: The aluminum hydrox- 
ide component in Gelusil assures a low 
aluminum ion concentration; hence the 
formation of astringent—and constipating 
—aluminum chloride is minimal. 


Dosage: 2 Gelusil tablets or 2 teaspoonfuls 
of Gelusil liquid two hours after eating or 
when symptoms are pronounced. Each tablet 
or teaspoonful provides: 7% gr. magnesium 
trisilicate and 4 gr. aluminum hydroxide gel. 
Gelusil-Lac: at bedtime, one heaping table- 
spoonful stirred rapidly into one-half glass 
(4 fl. oz.) of cool water. (Provides equivalent 
of 4 Gelusil tablets. ) 


Gelusil’/Gelusil-Lac 


WARNER-CHILCOTT 


100 YEARS OF SERVICE TO THE MEDICAL PROFESSION 
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confirmed 
or 
denied 


sumply, specifically 


Readily performed in the office unassisted, 
the reliable diagnostic test for pheochro- 
mocytoma with Regitine should be routine 
in hypertension. Potent antiadrenergic, 
Regitine is also valuable therapeutically 
in hypertensive crises and in peripheral 
vascular disease. Explanatory booklet is 
available from your CIBA representative 
or the Medical Service Division. 

Supplied: Ampuls (for intramuscular or intra- 
venous use in diagnosis), each containing 5.0 mg. 
Regitine methanesulfonate in lyophilized form. 


Tablets for oral administration (white, scored), 
each containing 50 mg. Regitine hydrochloride. 


: Regitine® meth ifonate (phentolamine meth ifonate CIBA) 
Cc I B A Regitine Phydrochloride (phentolamine hydrochloride CiBA) 
SUMMIT, N.J. 


2/22aim 
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When less potent 
antihypertensives fail... 


Pentolinium Hexamethonium 
2 mg.tkg. 2 mg./kg. 


The greater potency and longer action of Ecolid can be seen in acom- 
parison of its effect with the effects of other ganglionic blockers on the 
nictitating membrane of the unanesthetized dog.’ 


- on ® Clinically, reduction in blood pressure instituted with Ecolid was 
more effective, more consistent and more prolonged at a lower 
oral dosage than with other ganglionic blockers, including hexa- 
methonium and pentolinium.?-* Patients preferred Ecolid to 


hexamethonium “... for reasons varying from relief of constipa- 
tion to need to take fewer tablets a day.’’* Ecolid is recommended 
chloride in moderate, severe, even malignant hypertension. 
: : : For complete information on dosage recommendations, man- 
(chlorisondamine chloride CIBA) agement of side effects and precautions, please write Medical 
Service Division for booklet entitled “Ecolid —A New Gangli- 
onic Blocker for Hypertension.” 


1. Plummer, A. J., Trapold, J. H., Schneider, J. A., Maxwell, R. A., and Eorl, A. E.: J. 

Pharmacol. & Exper. Therap. 115:172 (Oct.) 1955.2. Grimson, K. $.: J.A.M.A. 158:359 (June 4) 

1955. 3. Smith, J. R., and Hoobler, S. W.: Univ. Michigan M. Bull. 22:51 (Feb.) 1956. 4. 
e I B A Grimson, K. S., Tarazi, A. K., and Frazer, J. W., Jr.: Circulation 11:733 (May) 1955. 


SUMMIT, N. J. Supplied: Ecolid Tablets (Rotocotes) , 25 mg. (ivory) and 50 mg. (pink). 
ROTOCOTES (dry-compressed, coated tablets CIBA) 2/2324m 
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in those intranasal disorders 


where thick mucopurulent discharge indicates 
there is secondary bacterial infection, prescribe 


‘Trisocort’? Spraypak* is the intranasal 
preparation which provides: 


(a) Hydrocortisone— the most effective intranasal anti-inflammatory 
agent: to reduce inflammation, edema, and 


engorgement. 

(b) 3 antibiotics— _ gramicidin, polymyxin and neomycin: 
to neutralize both gram-positive and 
gram-negative bacteria. 


(c) 2 decongestants— phenylephrine hydrochloride and Paredrinef 
Hydrobromide: to assure both rapid 
and prolonged decongestion. 


Formula: Hydrocortisone alcohol, 0.02%; gramicidin, 0.005%; 
neomycin sulfate (equivalent to neomycin base, 0.60 mg./cc.); 
polymyxin, 2000 U/cc.; phenylephrine hydrochloride, 0.125%; 
‘Paredrine’ Hydrobromide, 0.5%; preserved with thimerosal, 
1:100,000. Available in 4 fl. oz. squeeze bottles. 


Smith, Kline & French Laboratories, Philadelphia 1 


* Trademark 
tT.M. Reg. U.S. Pat. Off. for hydroxyamphetamine hydrobromide, S.K.F. 
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Antibiotic Synergism 


This graph shows the growth rate of a penicillin- sensi- 
tive strain of Staphylococcus (Micrococcus pyogenes, 
var. aureus) under 3 conditions: 


1. In the absence of antibiotics 

2. In the presence of subinhibitory concentration of 
penicillin 

3. In the presence of subinhibitory concentration of 
Albamycin* 


10 Billion 


Control 
(no antibiotics) 


1 Billion 


100 Million 


Penicillin 7 
.0006 mceg./ml. 
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10 Million 


VA 1 Million 


100 Thousand 
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NUMBER OF LIVING ORGANISMS PER MILLILITER 


10 Thousand 


1 Thousand 


10 12 #14 #+'16 18 24 
TIME IN HOURS 


Such a product is av 


Upjohn 


*Trademark, Reg. U.S. Pat. Off.—The Upiohn brand of crystalline novobiocin sodium. 
Data: Upjohn Research Laboratories (3265—ARB—119) 


: ip 
f (| 
4 
] 
3 Albamycin, 
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Albamycin, when combin 
effect 


average dosage only t.i.d. 


enicillin 


(Albamycin plus penicillin) 


New 


: n ibiotic you are currently using: 


Compare it with tha 


Range of effectiveness: Alba-Peni- 
cillin is effective against the organisms that 
cause the overwhelming majority of bacterial 
infections (Staphylococci, Streptococci, Pneu- 
mococci, Proteus). 


sistance: Because in vitro 
his combination is synergistic 
against eva Staphylococci already resistant 
to all ®thef antibiotics, the risk of resistance 
is mirgmized. 


Risk of enterocolitis: Because it has 
little or no effect on the predominant Gram- 
negative intestinal bacteria, and is highly effec- 
tive against Staphylococci, there is virtually no 
danger of enterocolitis due to alteration in in- 
testinal flora, or of other side effects such as 
perianal pruritus. 


Convenience: Alba-Penicillin is oral 
therapy, and the average adult dosage is only 
1 to 2 capsules t.i.d., which eliminates middle- 
of-the-night medication. 


It is available in bottles of 16 capsules. Each capsule con- 
tains 250 mg. Albamycin (as novobiocin sodium, crystal- 
line) and 250,000 units penicillin G potassium. 


The Upjohn Company e Kalamazoo, Michigan 


*Trademark 
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IT’S 
CAMBRIDGE 


The Cambridge ‘‘Simpli-Scribe”’ 
Model Electrocardiograph has important 
design features not found in any other 
Direct Writing Electrocardiograph. Its 
platen is concave to compensate for the 
are described by the writing stylus. 

As a result, its records are true 
rectilinearly without tangential 
error and accordingly do not 
require correction for accurate 
interpretation. 

The entire writing mechanism 
of the Simpli-Scribe is rugged, 
and yet it is extremely light in 
weight. This means a minimum 
of inertia and friction, low 
power requirement and result- 
ant higher accuracy. The entire w 
instrument is designed for light 
weight and convenience. For example, re- 
placement of the paper roll is just a matter 
of snapping it into position. Simple means 
are provided for checking not only the 
standardization of stylus deflection, but 
also for checking accuracy of timing of the 


“SIMPLI-TROL” PORTABLE MODEL 
ELECTROCARDIOGRAPH 


A string galvanometer instrument . . . the 
standard of comparison, light in weight and 
simple to operate. 
Entire equipment 
in one mahogany 
case, 8"x 19"x 10"; 
weight 30 pounds. 
May be arranged 
forheartsound and 
pulse recording. 


CAMBRIDGE ALSO MAKES: the Standard String Galva- 
nometer and Direct Writer Electrocardiographs in 
Multi-Channel Models, Catheterization Monitor- 
Recorders, Operating Room Cardioscopes, Educa- 
tional Cardioscopes, Electrokymographs, Plethysmo- 
graphs, Amplifying Stethoscopes, Research pH Mete 
Automatic Continuous Bl Pressure Recorders an 
Instruments for Measuring Radioactivity. 


records as well. The controls are minimum 
in number and conveniently grouped for 
ease of operation. The instrument requires 
no grounding wire under normal operat- 
ing conditions. 

The Simpli-Scribe is a fine instrument 
worthy of its Cambridge nameplate. It 
provides the Cardiologist, Clinie or Hos- 
pital with a direct writing Electrocardio- 
graph of utmost usefulness aud accuracy. 


Send for Descriptive literature 
CAMBRIDGE INSTRUMENT CO., Inc. 
3715 Grand Central Terminal, New York 17, N. Y. 


Chicago 12, 2400 West Madison Street 
Cleveland 15, 1720 Euclid Avenve 
Detroit 2, 7410 Woodward Avenue 
Philadelphia 4, 135 South 36th Street 


PIONEER MANUFACTURERS OF THE ELECTROCARDIOGRAPH 


CAMBRIDGE 


ELECT OGRAPHS 
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your patient will tind his 
functional G.I. distress... 


hard to remember 
DECHOLIN’ 


Belladonna 


does more to control and correct nausea, belching, bloating, 
flatulence, indigestion, constipation. 


provides reliable spasmolysis PLUS improved liver function 
AND natural laxation without catharsis 


DECHOLIN with Belladonna Tablets, dehydrocholic acid, Ames, 3% gr. and extract of belladonna % gr. 
Bottles of 100 and 500. 


AMES 


COMPANY, INC + ELKHART, INDIANA Ames Company of Canada, Ltd., Toronto 
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“MYSOLINE"”’ raises 
the convulsive threshold 
in grand mal 
and psychomotor attacks 


“MYSOLINE;’ employed alone or in combination with other med- 
ication, controlled or markedly improved 73 per cent of 45 
patients with major motor seizures. In each instance, the previ- 
ous medication had proved to be ineffective.! 


“MYsOLINE,” when used as initial therapy in a series of 97 grand 
mal patients, controlled seizures in 57 per cent of the patients; 
an additional 22 per cent were improved.? 


“,.. after the proper dose was established, ‘Mysoline’ was well 
tolerated without [serious] side effects.” 
1. Doyle, P. J., and Livingston, S.: J. Pediat. 43:413 (Oct.) 1953. 


2. Livingston, S., and Petersen, D.: To be published. 
3. Pence, L. M.: Texas State J. Med. 50:290 (May) 1954. 


LITERATURE ON REQUEST 


Supplied: Tablets, 0.25 Gm. Bottles of 100 and 1,000. 
Suspension, 0.25 Gm. per 5 cc. (teaspoonful). Bottles of 
8 fluidounces. 


“"MYSOLINE’ 


Brand of Primidone 
in epilepsy 
AYERST LABORATORIES + New York, N. Y. » Montreal, Canada 


Ayerst Laboratories make ‘“Mysoline” available in the United States 
by arrangement with Imperial Chemical (Pharmaceuticals) Limited. 


Please Mention this Journal when writing to Advertisers 
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Buffer 


for faster pain relief and 
superior gastric tolerance 


A nonsystemic buffer (aluminum hydroxide) has now been added 
— in a new “sequential release” tablet — to the formulae of Pabirin 
and Pabirin AC (Pabirin plus hydrocortisone). The outer layer of 
this specially constructed and rapidly disintegrating tablet contains 
the aluminum hydroxide, PABA, and ascorbic acid. Within a few 
minutes the buffering action of the aluminum hydroxide is made | 
available to protect the stomach against possible irritation by the | 
salicylate. Then the core of the tablet disintegrates to permit rapid 

absorption of the other antirheumatic ingredients. As a result, gas- 


tric tolerance is excellent — pain relief rapid. 


Buffered Pabirin AC 
Buffered | Tablets 
Pabirin | (Pabirin plus 
Tablets | hydrocortisone) 


Hydrocortisone 2.5 mg. 
Acetylsalicylic acid (5 gr.) 300 mg. | 300 mg. 
Para-aminobenzoic acid (5 gr.) 300 mg. | 300 mg. 
Ascorbic acid 50 mg. 50 mg. 
Dried aluminum hydroxide gel 100 mg. | 100 mg. 


Buffered Pabirin Tablets and Buffered Pabirin AC Tablets are preparations. 


| 
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potentiated salicylate therapy 
in “sequential release’ form 


for most rheumatoid arthritics 


Buffered Pabirin Tablets represent al 

the safest, fast-acting potentiated _ BUFFERED 
salicylate therapy which utilizes the 

synergism of PABA and acetylsali- 


cylic acid to create rapid, bigh and ii Tian ® 
sustained salicylate blood levels with 
low salicylate dosage. 


Dosage: Average dose in arthri- 
tis, gout, arthralgia—two or three 
tablets 3 or 4 times daily. In rheu- 
matic fever, three to five tablets 
4 or 5 times daily. 


Supplied: In bottles of 100 and 
500 tablets. 


for resistant rheumatics 


Buffered Pabirin AC (Pabirin plus 
hydrocortisone) Tablets. These new 
buffered tablets supply the extra ster- 
oid benefits of conservative amounts 
of hydrocortisone supplemented by 
the concurrent action of PABA, ace- d lf] Il 
tylsalicylic acid, and vitamin C. This 
combination creates high dosage PABIRIN PLUS HYDROCORTISONE 
steroid effects with low steroid dos- 
age, thus minimizing the danger of 
adrenal atrophy. 
Dosage: Initially one or two tab- 
lets 4 times daily after meals and 
before retiring. Dosage should 
be reduced gradually. 


Supplied: In bottles of 50 and 
250 tablets. 


SMITH-DORSEY « Lincoln, Nebraska « a division of The Wander Company 
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brand of theobromine-calcium salicylate 


For continuous, mild Cardiotonic and Diuretic Therapy 


* for myocardial stimulation 
* to diminish dyspnea 
* to reduce edema 
Prescribe THEOCALCIN — Start with 2 or 3 tablets 3 times a day and reduce the 


dose as improvement is obtained. Eventually the patient may be kept comfort- 
able on a small maintenance dose of 1 or 2 tablets a day, several times a week. 


Theocalcin®, a product of E. Bilhuber, Inc. 


BILHUBER-KNOLL CORP. distributor 


Direct, fast relief of my and pain’: Bentyl 


Relieves the pain where it hurts: the gut 


2 caps t.i.d. 1. Hardin, J. H.; Levy, J.S., and Seager, L.: South. M. J. 47:1190,1954. ry) 
Merrell 


THE WM. S.MERRELL COMPANY * New York ¢ CINCINNATI ¢ St. Thomas, Ontario Since 1828 


TRADEMARK: “BENTYL® 


Please Mention this Journal when writing to Advertisers 
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THE CASE 
FOR EARLY CONTROL 
OF HYPERTENSION ' 


In the Guest Editorial for GP in July, 
Dr. Edward D. Freis reexamines two major questions: 


1. Should Hypertension Be Treated Early? 


Freis finds the case for early treatment to rest on 
cause-and-effect evidence: “‘... high pressure, ... 
and nothing else but this high pressure, creates many 
if not all the organic manifestations that lead to the 
final disability and eventual death of the patient.” 
The “evidence presents a cogent argument for the 
treatment of hypertension early before vascular 
damage has occurred.””! 


2. What Is the Role of the More Potent 
Agents? “...the evidence... suggests that the 
technique [for the effective and safe use of such 
agents as ANSOLYSEN] should be more widely 
learned and employed. Furthermore, ...the pa- 
tients with early hypertension, especially those with- 
out renal damage, are far more easily controlled, 
with fewer side effects, than the patients with ad- 
vanced hypertension.”’! 


Freis cautions that these views are not presented 
as dogma; “‘... they have been developed to show 
the other side of an argument that seems to have 
many points in its favor.’”! 


1. Freis, Edward D.: Guest Editorial. GP 14:72 (July) 1956. 


ANSOLYSEN 


TARTRATE Pentolinium Tartrate 
Lowers Blood Pressure 


Myeth 
® 


Philadelphia 1, Pa. 
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METRETON 


METICORTEN (PREDNISONE) PLUS CHLOR-TRIMETON WITH ASCORBIC ACID 


For prompt and effective relief, especially in many resistant allergic disorders, MeTRETON 
affords the benefits of two established agents with unexcelled anti-inflammatory, anti- 
allergic and antipruritic effectiveness. supported by essential vitamin C—for stress 
support and for postulated effect on prolonging steroid action no better corticosteroid 
— original brand of prednisone...minimal electrolyte effects—Meticorten no better anti- 
fistamine—unexcelled in potency and freedom from side effects—Cutor-Trimeton 
effective against hay fever, pollen asthma, perennial rhinitis, acute and chronic urticaria, 
angioneurotic edema, drug reactions, inflammatory and allergic eye disorders, pruritic 
and contact dermatoses. 


formula? Each tablet of Merneton provides 2.5 mg. of Meticorten (prednisone), 2 mg. of Ca.or-TammeTon 
maleate (chlorprophenpyridamine maleate), and 75 mg. ascorbic acid. 


eupplied: Merarton Tablets, bottles of 30 and 100. 


METRETON 


METICORTELONE (PREDNISOLONE) PLUS CHLOR-TRIMETON 


quickly clears nasal passages * avoids rebound engorgement and 
sympathomimetic side effects + safe even for cardiacs, hyperten- 
sives, children, pregnant patients + 

Composition: Contains 2 mg. (0.2%) Mericorrezone acetate (prednisolone ace- 


tate) and 3 mg. (0.3%) of Cuxor-Taimeton gluconate (chlorprophenpyridamine 
gluconate) in each cc. 

Packaging: 15 ce. plastic “squeeze” bottle, box of 1. 

Meragton,* brand of corticoid-antihistamine compound; Msticoaten,* brand of prednisone; 
brand of prednisolone; brand of chlorprophenpyridami 
preparations. 


METRETON 
LNASAL SPRAY 


METRETON 


TABLETS 
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‘Thorazine’ should be administered discriminately 
and, before prescribing, the physician should be fully 


conversant with the available literature. 


always carry ‘Thorazine’ Ampuls in your bag 


Smith, Kline & French Laboratories, Philadelphia 


*T.M. Reg. ULS. Pat. Off. for chlorpromazine, S.K.F. 


Please Mention this Journal when writing to Advertisers 
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In “Menstrual Anemia” 


The Bibliography 
Specifies 


THE ORIGINAL CLINICALLY PROVED COBALT-IRON PRODUCT 


“In our opinion, routine use of cobalt-iron [RONCOVITE®] offers 
advantages over the use of iron alone in the treatment of many of the 
common anemias seen in general practice. This is particularly true 

of the iron deficiency anemia occurring so frequently in female 

patients as a result of menstrual loss or pregnancy. RONCOVITE® 

was not only more rapid and effective than oral iron but was 

effective even in cases which had previously failed 

to respond to the administration of intravenous iron.’’* 


In menstrual anemia, as in other common anemias, 
the convincing evidence supporting cobalt-iron therapy 
is based on RONCOVITE research. 


Roncovite is the only clinically proved preparation supplying cobalt 
in therapeutic levels essential for specific bone marrow stimulation. 


The safety and potency of Roncovite have been repeatedly confirmed. 


Your own results will show why 
“The bibliography specifies RONCOVITE.” 


Per cent of female patients attaining 
hemoglobin levels of 13 Gm/100 cc.) and 
in whom no cause of anemia other than 
menstrual blood loss or previous preg- 
nancy could be established. Adapted from 
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i -RONCOVITE VS. FRON THERAPY IN ANEMIA DUE 

‘CHRONIC BLOOD 
66% 

RONCOVITE 

28% IRON . 


STAT? OF MEDICINE 


Qetober 1955. The JOURNAL of the tndiara State 


|. VOLUME 7 NUMBER 4 


SOUTHERN MEDICAL JOUKNAL 


VOLUME 160, JOURNAL MA, PAGES 611-728 


VOLUME 158, 16 JOURHAL A, M A. AUGUST 2 PAGES 


UME NUMBER, 14 JOURNAL A.M. Ay AUGUST 6 195° PAGES 1239-1330 
PAGES 


VOL 161, HUMBER JOURNAL A M A, MAY 12 


Vek. 1, Pp. 63-0008 THE JOURNAL OF PEDIATRICS Mas 


VOLUME 166, NUMBER 16 JOURNAL A M. A. MARCH 10, 195 PAGES 819-922 


RONCOVITE TABLETS: 
In “Menstrual Anemia,” one tablet after each meal and at bedtime. 


Holly, R. G.: Anemia in Pregnancy, Obst. & Gynec. 5:562 (April) 1955. 
Hill, J. M., et al.: Cobalt Therapy in Anemia, Texas J. Med. 51:686 (Oct.) 1955. 


Rohn, R. J.; Bond, W. H., and Klotz, L. J.: The Effect of Cobalt-lron Therapy in 
lron-Deficiency Anemia in Infants, J. Indiana M.A. 46:1253 (Dec.) 1953. 

Holly, R. G.: Anemia in Pregnancy. Paper delivered before Amer. Congress of 
Obstetrics and Gynecology (Dec.) 1954. 

Holly, R. G.: The Value of Iron Therapy in Pregnancy, Journal Lancet 74:211 
(June) 1954. 

Quilligan, J. J., Jr.: Effect of a Cobalt-Iron Mixture on the Anemia of Prematurity, 
Texas J. Med. 50:294 (May) 1954. 

Hamilton, H. G.: The Use of Cobalt and Iron in the Prevention of Anemia of 
Pregnancy. Paper delivered at So. M. Assn., Houston, Texas, in press. 

Rohn, R. J., and Bond, W. H.: Observations on Some Hematological Effects of 
Cobait-lron Mixtures, Journal Lancet 73:317 (Aug.) 1953. 

wel R. G.: Studies on Iron and Cobalt Metabolism, J.A.M.A. 158:1349 (Aug. 13) 
Jaimet, C. H., and Thode, H. G.: Thyroid Function Studies on Children Receiving 
Cobalt Therapy, J.A.M.A. 158:1353 (Aug. 13) 1955. 

Klinck, G. H.: Thyroid Hyperplasia in Young Children, J.A.M.A. 158:1347 

(Aug. 13) 1955. 

Tevetoglu, F.: The Treatment of Common Anemias in Infancy and Childhood 
with a Cobalt-iron Mixture. J. Pediat. 49:46 (July) 1956. 

*Ausman, D.C.: Cobalt-lron Therapy in the Treatment of Some Common Anemias 
Seen in General Practice, the Journal Lancet (Oct.) 1956. 
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When agitation 
must be controlled... 


SPARINE offers dramatic tranquilizing action. 
In your practice, it is a means to simplify difficult management— 
to bring acute agitation under prompt control. 


SPARINE is well tolerated on intravenous, intramuscular, 

or oral administration. Toxicity is minimal—no case 

of liver damage has been reported. Parenteral use offers 
(1) minimal injection pain; (2) no tissue necrosis 

at the injection site; (3) potency of 50 mg. per cc.; 

(4) no need for reconstitution before injection. 

Professional literature available upon request. 
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Philadelphia 1, Pa 


Promazine Hydrochloride 


*Trademark 
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Each SUR-BEX with C 
tablet contains: 


Thiamine Mononitrate 
Riboflavin 

Nicotinamide 

Pyridoxine Hydrochloride 


Vitamin Bi2 (as cobalamin concentrate) 2 mcg. 


Calcium Pantothenate 

Ascorbic Acid 

Liver, Desiccated, N. F. .... 300 mg. (5 grs.) 
Brewer's Yeast, Dried 150 mg. (2% grs.) 


As a dietary supplement: | or 2 tablets 
daily. 


For stress, or postoperative convales- 
cence: 2 or more tablets daily. 


Please Mention this Journal when writing to Advertisers 
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“a safe and reliable soporific and sedative’”’ 


(heptabarbital Geicy) 


Effective Hypnosis With ordinary hypnotic dosage of 200 mg., 
90 per cent of patients achieve sleep within the hour, lasting 
generally throughout the night.’ Compared with other barbi- 
turates, a notable absence of hangover or other side effects has 
been recorded.’* 


The therapeutic ratio of MEDOMIN is unusually wide, as demon- 
strated both in the laboratory‘ and in the clinic.* 


Reliable Sedation MEDOMIN calms the tense and anxious patient 
more effectively than phenobarbital’ and is “... particularly bene- 
ficial...in patients who exhibit anxiety or mild restlessness.”* 


Dosage: Hypnotic: One or two 200 mg. tablets one hour before bedtime. 
Sedative: One 50 mg. or 100 mg. tablet two or three times daily. 


(1) Bauer, H. G., and Reckendorf, H. K.: A Study of the Soporific and Sedative Effec- 
tiveness of a Cycloheptenyl-ethylbarbiturate, New York State J. Med., to be published. 
(2) Brusca, D. D.: Clinical Study of Cycloheptenyl-ethylbarbiturate (Medomin) for 
Insomnia, J. Nerv. & Ment. Dis. 121:67, 1955. (3) Fazekas, J. F, and Koppanyi, T: 
The Effects of Cycloheptenylethyl Barbituric Acid (Medomin) in Man, to be published. 
(4) Koppanyi, T.; Morgan, C. F, and Princiotto, J. V.: Essential Elimination of 
Sodium Cycloheptenyl-ethylbarbiturate (Medomin) in Rabbits, J. Am. Pharm. A. 
(Scient. Ed.) 44 :221, 1955. 


MEDOMIN® (heptabarbital Geicy). Scored tablets of 50 mg. (pink), 100 mg. (yellow) 
and 200 mg. (white). 


GEIGY PHARMACEUTICALS 
DIVISION OF GEIGY CHEMICAL CORPORATION 


220 CHURCH STREET, NEW YORK 13, N. Y¥. 


Gay 
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quick 


CLINISTIX 


BRAND Reagent Strips 


specific enzyme test for urine glucose 


routine office testing 


bottles of 60 CLinistix Reagent Strips 


Specific 
for urine glucose 


daily check by mild diabetics, > 


4 COOL ORY Mage 


packets of 30 CLinistix Reagent Strips Ea 
in new protective foil pouch 


utmost simplicity and convenience...A firm, easily handled CuiNnistix 
Reagent Strip is moistened with urine. 


qualitative accuracy...CLinistix Reagent Strip turns blue only if glucose is 
present. No blue color—no glucose! 


AN Ames Company, Inc « Elkhart, Indiana * Ames Company of Canada, Ltd., Toronto 


Please Mention this Journal when writing to Advertisers 
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for controlled diuresis 


4 


» 


Acetazolamide Lederle 


DIAMOX is an inhibitor of the enzyme carbonic anhydrase; 
it is not a mercurial or xanthine derivative. It causes prompt, 
ample diuresis, but its effect lasts only six to twelve hours. 
As a result, the patient taking DIAMOx in the morning is 
assured a normal, uninterrupted night's rest. 


Non-toxic DIAMOX is not toxic, nor does it accumulate in the body, 


Non-mercurial and patients are slow to develop a tolerance for it. This 
remarkable drug is therefore well-suited to long-term treat- 


Simple, oral dosage ment. Dosage is simple and convenient: one tablet taken 
orally, each or every other morning. 


Indications: cardiac edema, premenstrual tension, acute 
glaucoma, epilepsy, obesity, and the toxemia and edema 
of pregnancy. 


NOW THE MOST WIDELY PRESCRIBED ORAL DIURETIC! 


Tablets of 250 mg. (also in ampuls of 500 mg. for parenteral 
use when oral ingestion is impractical.) 


LEDERLE LABORATORIES DIVISION, AMERICAN CYANAMID COMPANY, PEARL RIVER, NEW YORK tC Lederte ) 


#REG. U.S. PAT. OFF. 


Please Mention this Journal when writing to Advertisers 
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DOCTOR, do you need the 
extra dietary advantages 
of New Carnation Instant? 


| 


This exclusive crystal form of nonfat milk 
can give the busy physician a quick, protective “boost” no 
other form of milk can match — and it tastes so good! 


Carnation Instant fits into your busiest professional day. These remarkable 
crystals burst into delicious, fresh flavor nonfat milk instantly, even in ice- 
cold water. Ready to enjoy, delicious for 
drinking, in any moment you can snatch. 


Yet, the most interesting dietary and 
flavor advantage over bottled nonfat milk 
is Carnation Instant “self-enrichment.” 
You simply add an extra tablespoon of 
crystals per glass for far richer flavor and 
a 25% increase in protein, minerals and 
B-vitamins. Your patients who “resist” 
ordinary nonfat milk will enjoy self- 
enriched Carnation Instant. So will you. 


3-Qt. and 8-Qt. sizes 


Please Mention this Journal when writing to Advertisers 
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a true 


cough specific ROMILAR ‘roche’ 


non-narcotic For suppressing cough, whatever the 
cause, Romilar is at least as effective as 
codeine. Yet it has no general sedative 
respiratory- depressant activity, and 
! it's remarkably free of side effects such 
as nausea, constipation, or tendency to 
habit formation. Available as a 
syrup, in tablets, or expectorant mixture 


(with ammonium chloride). 


Original Research in Medicine and Chemistry 


Romilar® hydrobromide — brand of dextromethorphan hydrobromide 


Please Mention this Journal when writing to Advertisers 
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Fundamental advance in the battle against 


HYPER 


An oral antihypertensive that gives 
the convenience of oral administration, 


INVERSINE is a totally new antihypertensive agent. 
It is mecamylamine, a secondary amine, chemically 
different from all other ganglionic blocking agents. 


INVERSINE is both potent and reliable on oral ad- 
ministration. It has been proved therapeutically ef- 
fective in the treatment of hypertension, and has 
been used by many investigators on thousands of 
patients. 

In one of many clinical trials,* “The over-all re- 
sponse rate was 92%, and 24% of the patients 
became normotensive.” Investigators have found 
INVERSINE to be “...the most potent...of the 
three drugs in reducing the blood pressure . . .”* 
[INVERSINE and two other ganglionic blocking 
agents.] 

Completely absorbed when it is given by mouth, 
INVERSINE “. . . has such a gradual onset and offset 
of action that a continuous and effective level of 
blockade can be readily achieved . . .”” 


the reliability of parenteral injection 


INVERSINE Provides Many Clinical Advantages. 


1. Excellent reproducibility of effects. 

2. Most potent of all available oral ganglionic block- 
ers (10 to 20 times more potent than pentolinium 
and about 90 times more potent than hexametho- 
nium). 

3. Smooth, predictable response. In a given patient, 
the same dose of INVERSINE elicits the same blood 
pressure response, time after time, with minimal 
day-to-day fluctuation. 

4. Remarkable physiologic economy (because com- 
pletely absorbed), resulting in long duration of ac- 
tion, sustained effect. 

5. Gradual onset of effect. 

6. Small oral dosage produces required hypotensive 
effect. 

7. Effective even in patients refractory to hexame- 
thonium and other ganglionic blocking agents. 


INVER 
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TENSION 


ADDITIONAL ADVANTAGES 

When INVERSINE is used for ganglionic blockade, 
some patients suffering from hypertension may ex- 
perience relief of pre-existing headache and angina 
pectoris. 

Many patients with retinopathy, congestive heart 
failure and electrocardiographic abnormalities have 
shown signs of improvement during treatment with 
INVERSINE. 


SIDE EFFECTS 


INVERSINE (mecamylamine) is a very potent agent 
which must be used with care. Side effects observed 
during clinical use are due to excessive pharmaco- 


The same dose 

provides 
the same results 
... day after day 


MECAMYLAMINE HYDROCHLORIDE 


logic action, and may be minimized by careful ad- 
justment of dosage and close supervision of the 
patient. 

References : 

1. Moyer, J. H., et al.: Drug Therapy of Hypertension: Prelimi- 
nary Observations on the Clinical Use of Mecamylamine (A 
Ganglionic Blocking Agent) in Combination with Rauwolfia for 
the Treatment of Hypertension, Med. Rec. & Ann. 49:390 (Sept.) 


1955. 
2. Sturgis, C. C., et al.: Advances in Internal Medicine, J. Michi- 


gan M. Soc. 55:154 (Feb.) 1956. 

*In this clinical trial all patients were given, in 
addition to one of the ganglionic blocking agents, a 
constant daily amount of reserpine. 

INVERSINE is a registered trademark of Merck & 
Co., Inc. 


MERCK SHARP & DOHME 
DIVISION OF MERCK & CO.. INC. 
PHILADELPHIA 1. PA. 
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ANNOUNCING... 


FORTE 


a containing non-inhibitory intrinsic factor 
providing “parenteral Br therapy” in a tablet 


2 tablets a day provide the same rapid and intense 
@ hemopoietic response as that obtained from injectable Biz 


Biopar Forté, a new development in oral vitamin Bi2 
therapy, contains non-inhibitory intrinsic factor superior 
to the ordinary factor preparations. The non-inhibitory 
factor permits optimal absorption of vitamin B12 at ther- 
apeutic dosage levels. Thus, stated potency and actual 
hemopoietic potency are more nearly equal than in vita- 
min B2 products containing the ordinary intrinsic factor. 

Biopar Forté is also useful as an aid to nutrition, appe- 
tite, growth and convalescence; to correct deficient intes- 
tinal absorption of vitamin Biz particulary in elderly 
patients; and to relieve minor muscle and nerve pains, 
especially of neuritic origin. 


Each Biopar Forté tablet contains: Supply: Bottles of 30 tablets 
Vitamin By with Intrinsic Factor Concen- 1 
trate (non-inhibitory) 44 U.S.P. Unit (Oral)* tention: Store in cool place 


Vitamin By (activity equivalent) 25 mcg. 
*Unitage established prior to compounding 


THE ARMOUR LABORATORIES 
A DIVISION OF ARMOUR AND COMPANY + KANKAKEE, ILLINOIS 
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relaxes 
oth 


( | U jor the average 


patient in 
5 [ everyday practice 


@ well suited for prolonged therapy 
@ well tolerated, nonaddictive, essentially nontoxic 
@ no blood dyscrasias, liver toxicity, Parkinson-like syndrome 
or nasal stuffiness 
@ chemically unrelated to chlorpromazine or reserpine 
@ does not produce significant depression 


@ orally effective within 30 minutes for a period of 6 hours 


Indications: anxiety and tension states, muscle spasm. 


Vi | ORIGINAL MEPROBAMATE® 


Tranquilizer with muscle-relaxant action 


DISCOVERED AND INTRODUCED 

BY iJ WALLACE LABORATORIES, Now Brunswick, N.J. 
2-methyl-2-n-propyl-1 ,3-propanediol dicarbamate —U.S. Patent 2,724,720 
SUPPLIED: 400 mg. scored tablets. Usual dose: 1 or 2 tablets t.i.d 

Literature and samples available on request 


THE MILTOWN MOLECULE 


CM-3666-R 
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l “T have used meprobamate in my 
general psychiatric practice since April, 1955, 
and believe it to be {a] drug of choice for 
relief of tension, anxiety and insomnia.” 

Lemere, F.: Northwest Med. 54: 1098, 1955. 


the patient [taking Miltown] 
cao SNe never describes himself as feeling detached 
i e€po rts or ‘insulated’ by the drug. He remains... 
: in control of his faculties, both mental 
O f and physical, and his responsiveness to other 
persons is characteristically improved.” 

3 be bd Sokoloff, O.J.: A.M.A. Arch. Dermat. In press. 
clinical 
ae 3 “Of special importance is the fact 
studies that Miltown does not appear to affect 
autonomic balance—which in alcoholics is 
often unstable...” 


Thimann, J. and Gauthier, J.W.: Quart. J 
Stud. Alcohol. 17: 19, 1956. 


“+ “The [relative] absence of toxicity, 
both subjectively and objectively, is 
an important feature in favor of Miltown. 
In addition, there were no withdrawal 
phenomena noted on cessation of therapy, 
whether it was withdrawn rapidly or slowly.” 
Borrus, J.C.: J.A.M.A. 157: 1596, 1955. 


«/ “Miltown is of most value in the 
so-called anxiety neurosis syndrome, especially 
when the primary symptom is tension . . . 
Miltown is an effective dormifacient and 
appears to have . . . advantages over the 
conventional sedatives except in psychotic 
patients. It relaxes the patient for natural 
sleep rather than forcing sleep.” 

Selling, L.S.: J.A.M.A. 157: 1594, 1955. 


Miltown 


THE ORIGINAL MEPROBAMATE 


discovered and introduced 
by WA, Wallace Laboratories, New Brunswick, N.J 
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ANNOUNCING 


S.K.F.’s Duentric}-coated tablets make possible— 


for the first time— 


high, long-term dosage of ASPIRIN 
without gastric upset 


Indicated wherever high doses of aspirin are needed or wherever gastric dis- 
comfort makes therapy with ordinary aspirin tablets impractical —particularly 
in rheumatic disease. 


Available: ‘Ecotrin’ (‘Duentric’-coated) tablets, 5 gr., in bottles of 100. 


Smith, Kline & French Laboratories, Philadelphia 


*T.M. Reg. U.S. Pat. Off. Trademark 
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Hydrochloride 
Tetracycline HCI Lederle 


in the treatment of 


senitourinary infections 


UROLOoGIsTs report the decided advantages 
of oral efficacy, minimal side effects, and 
wide range antibacterial activity offered by 
ACHROMYCIN in the treatment of urinary tract 
infections. 


Finland’s! group of patients with acute infec- 
tions of the urinary tract (principally E. coli) 
demonstrated excellent response, both clini- 
cal and bacteriological, following administra- 
tion of tetracycline. 


Prigot and Marmell? reported 49 out of 50 
patients with gonorrhea showed a negative 
smear and culture on the first post-treatment 
visit. Purulent discharge disappeared in these 
patients within 24 hours after a usual 1.5 Gm. 
dose of tetracycline. 


Trafton and Lind? found tetracycline 
(ACHROMYCIN ) an effective antibiotic for 
treating many urinary tract infections caused 
by both Gram-negative and Gram-positive 
organisms. 


English, et al.* noted that a daily dose of 1 to 
1.5 Gm. of tetracycline resulted in urinary 
levels as high as 1 mg. per milliliter. 


To suit the needs of your practice and to fur- 
ther the patient's comfort ACHROMYCIN is of- 
fered in a complete line of 21 dosage forms. 


filled sealed capsules 


LEDERLE LABORATORIES DIVISION 
AMERICAN CYANAMID COMPANY 


PEARL RIVER. NEW YORK 


#REG. U. S. PAT. OFF. 


References: 

1. Finland, M., et al.: J.A.M.A. 154:561 (Feb. 13) 1954. 
2. Prigot, A. and Marmell, M. Antibiotics and Chemotherapy 
4:1117 (Oct.) 1954 

3. Trafton, H. and Lind, H.: idem 4:697 (June) 1954. 
4. English, A., et al.: idem 4:441 (April) 1954. 
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A GREAT STEP FORWARD 


nt 


Mytelase chloride (WIN 8077) is a new antimyasthenic compound 
with definite advantages over older cholinergics. 


More pronounced improvement 


Patients “... feel better, are stronger, and are closer to their normal 
health.” 


More prolonged action 


As a rule Mytelase “... has roughly twice the effectiveness per milligram 
of neostigmine in reducing the symptoms of myasthenia gravis, and 
approximately twice the duration.’ Some patients can replace their for- 
mer 10 to 60 tablets daily with as few as 2 tablets of Mytelase; sleep need 
not be interrupted for dosage.’ 
Fewer gastro-intestinal side effects 
Supplied: Write for booklet discussing in detail clinical 
: Tablets, scored, of 10 mg. : : 
and 25 mg, botles of 100 
4. Schwab, RS.; Marshall, Clare K.; and Timberlake, Wiliam: ( \. | 
2. Schwab, R.S.: Am. Jour. Med., 19:784, Nov., 1965. up 
NEW YOR 14, 


Mytelase, trademark 


Please Mention this Journal when writing to Advertisers 
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brand 


‘LANO 
DIGO 


formerly known as Digoxin ‘B. W. & Co.’® 


The new name has been adopted 


to make easier for everyone 


the distinction between 


Digoxin and Digitoxin. 


Now simply write bla 0.15 mg. OS mg. 
. . ° . 
or 
to provide the unchanging safety and predictability aflorded by the 


uniform potency, unitorm absorption, brief latent period and optimum 
rate of elimination of this crystalline glycoside. 


Tablets: 0.25 mg. (white) and 0.5 mg. (green) 
Elixir Pediatric: 0.05 mg. in each cc. 
| Ampuls: 0.5 mg. in 2 ce. 


& BURROUGHS WELLCOME & CO. (U.S.A.) INC., Tuckahoe, New York 
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CAN YOU ANSWER 
THESE VITAL 


PULMONARY 
FUNCTION 
QUESTIONS? 


e@ Why is the ratio of residual air to total 
lung capacity so important? 


e@ What three important tests comprise the 
ventilation factor (V.F.)? 


e@ What is the aeration gradient, and what 
conditions alter it? 


e Why is it important to evaluate the status 
of carbon dioxide? 


e@ What percentage of residual air volume 
indicates a severe degree of pulmonary 
emphysemia? 


e@ What is the only accurate method of deter- 
mining the degree of acidosis or alkalosis? 


e@ Which factors are most often responsible 
for lowering arterial blood oxygen? 


@ Does (IPPB) for long periods of time pro- 
duce increased amounts of residual air or 
distention of the lungs? 


WANTED 


Back Issues of 
ANNALS OF INTERNAL MEDICINE 


Good used copies of the following issues 
are now needed. Only those issues 
which are currently being advertised will 
be accepted. 


4) 


$1.50 each for 
Vol. 1, No. 1—July, 1927 
Vol. 1, No. 2—August, 1927 
Vol. 1, No. 4—October, 1927 
Vol. 1, No. 5—November, 1927 
Vol. 1, No. 6—December, 1927 
Vol. 1, No. 7—January, 1928 
Vol. 1, No. 8—February, 1928 
Vol. 1, No. 9—March, 1928 
Vol. 1, No. 10—April, 1928 
Vol. 1, No. 12—June, 1928 
Vol. 2, No. 1—July, 1928 
Vol. 2, No. 4—October, 1928 
Vol. 2, No. 5—November, 1928 
75¢ each for 


Vol. 26, No. 4—April, 1947 
Vol. 32, No. 2—February, 1950 
Vol. 32, No. 3—March, 1950 
Vol. 34, No. 2—February, 1951 
Vol. 36, No. 1—January, 1952 


A VALUABLE REPRINT 


by HURLEY L. MOTLEY, PH.D., M.D. 
has the answers to the above questions and 
many more. Its title is “Physiology of Res- 
piration with Reference to Pulmonary Disease. 


Vol. 38, No. 3—March, 1953 
Vol. 38, No. 4—April, 1953 
Vol. 39, No. 2—August, 1953 
Vol. 41, No. 4—October, 1954 


LIMITED SUPPLY—MAIL COUPON NOW 


Vol. 43, No. 2—August, 1955 
Vol. 43, No. 4—October, 1955 


WARREN E. COLLINS, INC. 
535 HUNTINGTON AVENUE 
BOSTON 15, MASS. 


Gentlemen—Without obligation, please send me Dr. 
Motley’s reprint and literature on the apparatus I have | 


checked. 


Gasometer 


Vol. 44, No. 1—January, 1956 
Vol. 44, No. 2—February, 1956 
Vol. 44, No. 4—April, 1956 
Vol. 44, No. 5—May, 1956 


Address Journals to: 


E. R. LOVELAND, Executive Secretary 
4200 Pine Street 
Philadelphia 4, Pa. 
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PROTOVERATRINES A AND WITH 


Conservative therapy in hypertension can be made more effective 


EFFECTIVE: When combined with reserpine, hypotensive effects 
of protoveratrines A and B can be achieved with smaller dosage. 
Side effects are markedly reduced. 


SAFE: Veralba-R can be given routinely without causing postural 
hypotension or impairing the blood supply to the heart, brain 
and other vital organs. Dosage is simple. 


ACCURATE: Potency is defined by chemical assay. All ingredients 
are in purified, crystalline form. 


Each Veralba-R tablet contains 0.4 mg. of 
protoveratrines and 0.08 mg. of reserpine. 
Bottles of 100 and 1000 scored tablets. *Trademark 


PITMAN-MOORE COMPANY « Division of Allied Laboratories, Inc., INDIANAPOLIS 6, INDIANA 
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Furadantin 


BRAND OF NITROFURANTOIN 


“Successful results were obtained in all pregnant patients.” 


Average dose: one 100 mg. tablet, 
q.i.d.; 1 tablet with each meal and 


EATON LABORATORIES 1 with food or milk on retiring. 
Norwich on New York 
Cian Tablets: 50 and 100 mg., bottles 
— of 25 and 100. 
NITROFURANS References: 1. Kass, E. H.: Am. J. Med. 18:764, 
a new class of antimicrobials 1955. 2. Diggs, E. S., Prevost, E. C., and Valderas, 
neither antibiotics nor sulfonamides 5. Gis Am. J. Obst. 71:399, 1956. 
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in breast carcinoma... 
palliation smoothly maintained 


Androgens — in large doses — can pro- 
vide palliation in advanced inoperable 
mammary cancer. Of all clinically used 
androgens, Perandren phenylacetate 
provides longer and stronger anabolic 
and androgenic effects — which are 
easily obtained, smoothly maintained. 


One dose is usually effective 
for a full month 


The virtually painless injection of 
Perandren phenylacetate spares the 
cancer patient much discomfort, fre- 
quency of injections, inconvenience. 


Treatment should be started with 
short-acting Perandren propionate — 
150 to 300 mg. weekly. When optimal 
dosage has been determined, the same 
amount of Perandren phenylacetate 
can then be injected — once a month. 
Perandren® phenylacetate (testosterone 
phenylacetate CIBA): Multiple-dose 
Vials, 10 ml., each ml. containing 50 mg. 
Perandren phenylacetate. Perandren® 
propionate (testosterone propionate 
U.S.P. CIBA) : Ampuls, 1 ml., each con- 
taining 25 mg. Perandren propionate; 
Multiple-dose Vials, 10 ml., each ml. con- 
taining 25, 50 or 100 mg. Perandren 


propionate. 
CIBA 


SUMMIT, N. J. 
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“there is no diseased state in which the capillaries 


are not detrimentally modified .. .”' 


Hesper- 


(HESPERIDIN COMPLEX AND ASCORBIC ACID) 


to restore and maintain capillary mtegrity 


A basic need in diverse disorders. Numerous studies 
have disclosed that capillary fragility is a basic 
pathological finding in many disease states.?* 
The capillary-protective factors in Hesper-C act 
synergistically to restore and maintain capillary 
integrity.3.% 1011 


Normal capillary permeability helps limit or pre- 
vent hemorrhage and enhances utilization of 
essential tissue nutrients. 

Indications: Capillary fragility associated with cardiovascu- 
lar and cerebrovascular diseases, diabetes, hypertension, 


habitual abortion, arthritis, allergies, asthma, hematuria, 
inflammatory and edematous disorders. 


Products of Original Research 


Dosage: Initially, not less than 6 capsules or 
teaspoonsful daily. Maintenance dose, 4 cap- 
sules or teaspoonsful daily. Each capsule or 
teaspoonful (5 ml.) contains hesperidin com- 
plex 100 mg. and ascorbic acid 100 mg. 


Supplied: Capsules: in bottles of 100 and 1000. 
Liquid: in bottles of 4 oz. and 12 oz. 


References: 1. Martin, G. J., et al.: Exper. Med. & 
Surg. 12:535, 1954. 2. Griffith, J. Q., Jr., and Lin- 
dauer, M. A.: Am. Heart J. 28:758, 1944. 3. Bari- 
shaw, S. B.: Exper. Med. & Surg.: 7: 

Epstein, E. Z., and Greenspan, E. B 

Med. 68:1074, 1941. 5. Warter, P. J., et al.: 

ware M. J. 20:41, 1948. 6. Beaser, S. B., et al.: 

Int. Med. 73:18, 1944. 7. Greenblatt, R. B.: Office 
Endocrinology, ed. 4, Springfield, Ill., Charles C 
Thomas, 1952. 8. Gale, E. T., and Thewles, M. W.: 
Geriatrics 8:80, 1953. 9. Drezner, H. L., et al.: Am. 
Pract. & Digest. Treat. 6:912, 1955. 10. Selsman, 
G. J. V., and Horoschak, S.: Am. J. Digest Dis. 17:92, 
1950. 11. Loughlin, W. C.: New York J. Med. 
49:1823, 1949. 
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fastest relief of 


the acute attack 


is octyl nitrite 
(1% ) in aerosol solution; deliv- 
ered by metered-dosage nebulization, 
using the lungs as portal of entry, it 
assures fastest relief and prolonged 
effect; it is free from disagreeable, 
irritating odor, and less apt to pro- 
duce side actions than are nitrogly- 
cerin and amy! nitrite. 


To be used only with the mEpI- 
HALER® ORAL ADAPTER made of un- 
breakable plastic with no moving 
parts. Medication and Adapter fit 
into pocket-size plastic carrying case. 
One or two inhalations provide prompt 
relief of an attack of angina pectoris. 


MEDIHALER...The New Measured-Dose Principle of Nebulization 


and for definitive therapy... 


fewer and fewer attacks 

of less and less intensity en () 
Long-acting tablets containing pentaery- oi 
thritol tetranitrate (PETN) 10 mg. and eS 
Rauwiloid® (alseroxylon) 1 mg. reduce the fi 
incidence and intensity of attacks and 

lead to objective improvement demon- Riker 

strable by ECG. Dosage: one or two 
tablets q.i.d., before meals and on retiring 


LOS ANGELES 
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FOR MORE 
DEPENDABLE 


SULFONAMIDE 


THERAPY 


ALDIAZOLM 


Aldiazol-M combines two of the most effec- 
tive sulfonamides, sulfadiazine and sul- 
famerazine, with a systemic alkalizer, sodium 
citrate. High, prolonged blood levels are 
assured, while the danger of crystalluria 
is reduced. 

Because of its inherent safety, it is often 
prudent to use Aldiazol-M instead of anti- 
biotics and thus preclude the risk of sen- 
sitization. 


Supplied as a suspension and as a tablet 


Hach contain The S. E. Massengill Company 


1.00 Gm. New York « Kansas City San Francisco 


Each tablet contains: 


*Microcrystalline 


Please Mention this Journal when writing to Advertisers 
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Sulfadiazine* Qu Gm. 
Sulfamerazine* . ....... 0.125 Gm. 
Sodium Citrate 0.250 Gm. 
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fhritides 


Ulysses between Scylla and Charybdis—Bettmann Archive 


between the hazards of high steroid dosage 
and the frustration of inadequate relief 


Because of the complementary action of cortisone and the 
salicylates, Salcort produces a greater therapeutic response 
with lower dosage. Side effects are not encountered, and no 
withdrawal problems have been reported. 

One study concludes: ‘Salicylate potentiates the greatly 
reduced amount of cortisone present so that its full effect is 
brought out without evoking undesirable side reactions.””! 


SALCORT 


indications: each tablet contains: 

Rheumatoid arthritis . . . Cortisone acetate. . . . 2.5 mg. 

Rheumatoid spondylitis . . . 0.3 Gm. 

Rheumatic fever . . . Bursitis 0.12 Gm 

. »» Still’s Disease . . . Neuro- Calcium ascorbate. . . . 60.0 mg. 

muscular affections (equivalent to 50 mg. ascorbic acid) 
Calcium carbonate . . . 60.0 mg. 


' Busse, E.A.: Treatment of Rheumatoid Arthritis by a Combination of Cortisone 
and Salicylates. Clinical Med. 11:1105 
*US. Pat. 2,691,662 


The S. E. MASSENGILL COMPANY, Bristol, Tennessee - New York + Kansas City » San Francisco 
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a new maxunum 
in therapeutic 
effectiveness 


a new maximum 
in protection 
against 
resistance 


a new maximum 
in safety and 
toleration 


multi-spectrum 
synergistically 
strengthened... 


OLEANDOMYCIN TETRACYCLINE 
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new certainty 


in antibiotic therapy, 


particularly for 

the 90% of patients 
treated at home 
and in the office 


Superior control of infectious dis- 
eases through superior control of 
the changing microbial population 
is now available in a new formu. 
lation of tetracycline, outstanding 
broad-spectrum antibiotic, with 
oleandomycin, Pfizer-discovered 
new antimicrobial agent which 
controls resistant strains. The syn- 
ergistic combination now brings to 
antibiotic therapy: (1) a new fuller 
antimicrobial spectrum which ine 
cludes even “resistant” staphylo- 
cocci; (2) new superior protection 
against emergence of new resist- 
ant strains; (3) new superior safety 
and toleration. 
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Superior antacid action and... 


"For palatability, 


wa 


many patients prefer Maalox 


MAALox®, an efficient antacid suspension of magnesium- 
aluminum hydroxide gel, is smooth-textured, and always -oco-~ 
pleasant to take. MAALOx was tested by thousands of hos- oe tii 
pital outpatients, who preferred it to other antacids. Indeed, “ try Ascriptin Tablets % 
high patient acceptability (without danger of constipation) (Aspirin buffered with Maalox) \ 
is one of the outstanding advantages of MAALOx therapy.” © Doubles blood salicylate level 
As to chemistry: Maatox has more acid-binding capacity more 
than aluminum hydroxide gel, and maintains its antacid 
Supplied: Suspension, bottles of 12 fluidounces. 
Tablets, bottles of 100. Samples sent promptly on request. 
1, Kramer, P.: Med. Clin. North America, 39:1381, Sept. 1955. 
2. Morrison, Samuel: Am. J. Gastroenterology 22:309 (1954). 
3. Rossett, N. E., Rice, M. L., Jr., Gastroenterology 26:490 (1954). 


better suited for antacid therapy’? 


~ 


PHILADELPHIA, PA. 
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When you prescribe 
Lipo Gantrisin, your 
| patients usually need 
only two doses daily, 


for the antibacterial 


action of a single 


dose lasts for twelve 


‘LIPO GANTRISIN 


‘Roche’ 


hours. Lipo Gantrisin 
Only two doses a day 


for round-the-clock 


‘Roche’ is a palatable 
liquid especially 
effect useful for children 


and elderly invalids. 


Lipo Gantrisin® Acetyl 
—brand of acetyl 
sulfisoxazole in 


vegetable oil emulsion 
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tor wound up 
in a Tangle ¢ — 


Noludar ‘Roche' provides relaxation. 

Not a barbiturate, not habit forming, 

50 mg t.i.d. brings daytime sedation 
without undue drowsiness, while 200 

mg h.s. usually induces a restful 
night's sleep with a clear-headed 
awakening. Noludar tablets, 50 and 

200 mg; elixir, 50 mg per teaspoonful. | 


Hoffmann-La Roche Inc, Nutley, N.J. 


Noludar®— brand of methyprylon 
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For LOW SODIUM DIETS 


Ry The BEST-TASTING SALT SUBSTITUTE made 


The SALT SUBSTITUTE that satisfies 
the craving for real salt flavor... 

The SALT SUBSTITUTE that contains 
Mono-Potassium Glutamate to 
enhance food flavors .. . 


The SALT SUBSTITUTE that retains 
salt flavor in all cooking, 
baking and caning... 


You can safely recommend 


SALT SUBSTITUTE 


Available at grocers everywhere 


Adolph’s SODIUM CALCULATOR and samples of Adolph’s 
Salt Substitute (Iodized) are available upon request. 


the only QUERCETIN 


The Quercetin in VAscuTUM reduces the «x 

sive mortality, rate in hypertensives by ; 

as 76% 

VASCUTUM wit} Wa potent fipotropics signifi- 
cantly rediged Phe mortality rote vehen decen- 

erative disease wos Complico’ by 

hypercholesterolemia.’ 

Rutin cad ‘Related Flavonoids, Nock Publish 


ing Co., 1955. Griffith, 2, G., North Arer- Supp!i. 
‘ico, 98:17 1954, capsy!: 


’ Mention Journal when writing to Advertisers 
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Urinary-Tract 
Infections 


As evidenced by the voluminous 
iiterature, sulfonamide ti@rapy bas gained 
widespread new rec@gniign, This favor- 
able trend is attribuiable to safer, more 
effective prepara puck as BULFOSE, 


SUPPLIED: Suspension Bottles of 
pint. Tablets Sucrose, béttles of 100.and 
1000. Each 5-cc. of the sus- 
pension and each tablet 
each of sulfadiazine, 2nd 
sulfamethazine. 


SUSPENSION 


For wider@ntibacterial range 


For the tgrapeutic efficacy provided by 
adequate issue penctration at the Site oF 
infection 
For highe ‘and | lohger pro- 
vided by the. alumina gel base of the 
suspension 

For safety and minimal risk of 
toxienty provide d by the independent solu- 
bilities ofthe three combined sulfonamides: 
F orflestbility of dosage provided By easily. 
administep@@ tabiets and fla- 


vored sa§pension 


TABLETS 


SULFOSE 


Triple Sulfonamides 


iazi lfamerazine, hazine 
(Sulfadiazine, Su azine, Sulfamethazine) Philadelphia 1, Pa. 
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patients with 


rheumatoid arthritis 


and their physicians deserve the benefits of 


METICORTELONE’ 


for patient 

excellent relief of pain, swelling, tender- 
ness...rapid restoration of function and 
useful life...no weight gain to guard 
against...no undue dietary restriction 


buff-colored tablets of 1, 2.5 and 5 mg. 
METICORTELONE,® brand of prednisolone. 


(PREDNISOLONE) 
for physician 


far smaller dosage than with oral hydro- 
cortisone...little or no worries about 
edema, sodium retention, potassium 
loss...patient cooperation assured... 
facilitates physiotherapy and other 


rehabilitation measures 


METICORTELONE 


PREDNISOLONE 
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**A GOOD PRESENT DAY ALL-PURPOSE DIGITALIS...GITALIGIN 
--A PREPARATION WHICH HASA WIDER MARGIN OF SAFETY...’’* 


VISUAL HEART CLINIC—NUMBER ONE OF A SERIES 


4 
RHEUMATIC HEART DISEASE « MITRAL STENOSIS AND INSUFFICIENCY 


ROENTGEN CONFIGURATION— Postero-anterior examination—moderate heart enlargement—right ventricular en- 
largement—prominence of pulmonary artery segment. 
Taken from White Laboratories’ Technical Exhibit, American Medical Association 105th Annual Meeting, Chicago, June 11-15, 1956. 


Every year since 1950 when Batterman, et al., «) Widest safety margin of any currently 
published the results of their study of 230 car- available digitalis glycoside (average ther- 
diac patients, clinical evidence has repeatedly apeutic dose only 1/3 the toxic dose; in 
confirmed the therapeutic advantages of contrast, therapeutic doses of other prep- 
GITALIGIN. arations are approximately 2/3 toxic dose) 
For initial digitalization and maintenance, (2) Uniform clinical potency 

GITALIGIN has proved to be “the digitalis of (s) Moderate rate of dissipation 

choice” for these significant reasons: (4) Short latent period 


Patients now being maintained with other cardiotonics can be easily switched to GITALIGIN: 0.5 mg. of 
GITALIGIN is approximately equivalent to 0.1 Gm. digitalis leaf, 0.1 mg. digitoxin, 0.5 mg. digoxin. 


GITALIGIN 


(WHITE'S BRAND OF AMORPHOUS GITALIND 


TABLETS — BOTTLES OF 30, 100, AND 1000 DROPS —30 CC. BOTTLES WITH DROPPER CALIBRATED 
FOR 0.08, 0.1, 0.2, 0.3, 0.4 AND 0.5 MG. 


White Laboratories, Inc. Kenilworth, New Jersey FEWALICH, 4.6: ARIZONA MED. 12:230 (JUNE) 1955. FURNISHED ON REQUEST 
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DAYS* WILL 
PROVE THE 
VISO-CARDIETTE’S 
VALUE IN 

YOUR 

PRACTICE 


WHEN the Viso is taken 
from its shipping carton, 
quality of appearance is 
immediately apparent. The attractive 
mahogany case and black and gold 
control panel blend into a handsome 
appearance which, in itself, is actually an 
operating advantage, since it helps to reduce 
apprehensiveness in “new” ECG patients. 


The first days of your use of the Viso clearly 
reveal its simple, quickly learned operation. 
And, as the days of the “trial period” go 

by, other features of this instrument become 
obvious: freedom from “AC” interference, 
complete stability of operation, “rugged” 
nature of Viso construction, easy 

portability of the instrument. 


In reviewing the many advantages of Viso 
ownership, a thought about future service and 
supplies may occur to you. For Sanborn 
owners, service is typified in the informative, 
bi-monthly Technical Bulletin sent free of 
charge to all Sanborn owners .. . by capably 
staffed Branch Offices and Service Agencies 
in 42 cities throughout the country... and by 


Sanborn’s reputation as a manufacturer of SANBORN COMPANY 


precision medical diagnostic WALTHAM 54, MASSACHUSETTS 
instruments since 1917, 


*Sanborn Company offers you a Viso-Cardiette 


to use in your own practice for 15 days — 


without cost or obligation — to let 


your own experience decide ‘F an ECG would 
be useful to you, and if so, WHICH one. 
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protect. 


help restore 
liver normality 


in fatty liver 
hepatic cirrhosis 
hepatitis 
alcoholism 
obesity 
diabetes 


improve appetite anand the nutritional state which are 
by liver dysfunction 


| | 
Bal. 
| 
hischol is a safe, simple form c atients by acting to... 
Methisch on reverse jiver damage in many p 
Stimulate the regen fcirrhosis 
| 


for tranquilization without lethargy 


for gradual, sustained fall in blood pressure* 


RAUDIXIN 


DOSAGE: 200 mg. daily initially; may be 
adjusted within range of 50 to 500 mg. 
per day in single or divided doses. Most 
patients can be maintained on 100 to 200 
mg. daily. 


SUPPLY: 50 mg. and 100 mg. tablets, 
bottles of 100, 1000 and 5000. 
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Squibb Whole Root Rauwolfia Serpentina 


wide safety margin’ 


e Raudixin is not habit-forming. 

e Tolerance has not been reported.* 

e There is little danger if accidental or intentional 
overdosage should occur. 

e Does not cause liver dysfunction. 

e Serial blood counts not necessary during maintenance 
therapy. 

e Less likely than reserpine to produce depression.* 

*NOTE: The hypotensive activity of Raudixin is specific for the 


hypertensive state. Raudixin does not significantly affect the blood 
pressure of the normotensive patient. 


References: 1. Galambos, A.: Angiology 5:449 (Oct.) 1954; 2. 
Leake, C.D.: Ohio State M.J. 52:369 (April) 1956; 3. Moyer, J.H. 
et al.: A.M.A. Arch. Int. Med. 96:530 (Oct.) 1955. 


Squibb Quality—the Priceless Ingredient 
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BLOOD DRAWS ITS OWN PROFILE 


Here’s one of the most ingenious methods of 
blood analysis! A small strip of paper in an 
electric field paints a picture that’s worth a 
thousand calculations! 


Principle: The phosphatides and phospha- 
tide-containing complexes travel along the 
electrified path of the paper strip allowing 
identifiable protein and lipid complexes to be 
deposited at various points. Where the phos- 
phatide content is insufficient, electroneutral 
lipids (cholesterol, neutral fat) are set free to 
remain at the starting point. Thus we obtain 
the characteristic tell-tale density zones of the 
electrophoretic profile. 


Significance: Paper electrophoresis provides 
demonstrable physical evidence in disturb- 
ances of lipid metabolism and in associated 
disease states. Characteristic patterns have 
been obtained in hypercholesteremia, hyper- 
lipemia, lipoid nephrosis, etc.; electrophoretic 


profiles from various species illustrate their 
relative predisposition to atherosclerosis. 


Application: Paper electrophoresis is now 
being used to investigate the influence of 
dietary supplementation with “RG” Lecithin 
upon lipoprotein patterns in patients with 
lipid metabolism disturbances. 


Glidden’s "RG” Lecithin consists of 90% 
natural phosphatides in dry, free-flowing 
granules refined from soybeans. It is the only 
lecithin made expressly for medically in- 
dicated dietary purposes. 


“RG” Lecithin is well tolerated and readily 
utilized by the body. There are no contrain- 
dications. Daily dietary supplement: 1 table- 
spoonful (7.5 Gm.) in juices or on cereals. (Up 
to 60 Gm. daily are used in clinical trials.) 


Literature on lecithin in health and disease 
available on request. 


The Glidden Company - Chemurgy Div., 1825 N. Laramie Ave., Chicago 39, Ill. 
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whenever a patient 
needs prompt, 


effective sedation... 


short-acting 


Nembutal 


(Pentobarbital, Abbott) 


You can achieve any degree of sedation 
using short-acting Nembutal—usually 
with only about one-half the dosage of 
many other barbiturates. This means: 
... less drug to be inactivated, 
. . shorter duration of effect, 


. .. little tendency toward hangover. 


And, of course, with short-acting 
Nembutal you are using a thoroughly 
studied sedative-hypnotic with a wide 
margin of safety. Hundreds of clinical 
reports, more than 26 years of wide 
medical use stand behind your Nem- 
butal prescription. 

Next time—any time—a sedative or hyp- 
notic is indicated, consider short-acting 


Nembutal... a standard 


in barbiturate therapy. 
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THE 
DEVEREUX FOUNDATION 


A nonprofit organization 


for 


STUDY — TREATMENT 
TRAINING — RESEARCH 


maintains 


DEVEREUX SCHOOLS—a complete scho- 
lastic program, in residence, for boys and 
girls presenting emotional difficulties, who can 
benefit by a program of therapeutic education 


DEVEREUX COMMUNITIES—“tife expe- 
rience” and vocational programs, for students 
with impaired intellectual or neurological 
function 


DEVEREUX CAMPS—full recreational fa- 
cilities, on permanent camp sites, to permit 
continuation of treatment on a year-around 
basis 


Separate facilities and campuses, including 
academic and vocational high schools, serve 
the needs of different age groups and levels of 
interest, from pre-kindergarten to maturity. 


Detailed information may be had by address- 
ing 
JOHN M. BARCLAY 


Director of Development 
Devereux Foundation 
Devon, Pennsylvania 


O 


SCHOOLS 


UNDER THE DEVEREUX FOUNDATION 
HELENA T. DEVEREUX, Director 


Professional Associate Directors 


Robert L. Brigden, Ph.D. Edward L. French, Ph.D. 
Michael B. Dunn, Ph.D. Robert T. Grattan, M.D. 
J. Clifford Scott, M.D. 


DEVON 
PENNSYLVANIA 


SANTA BARBARA 
CALIFORNIA 


HP*ACTHAR Gel 
is the most widely used ACTH 
preparation— 


HP*ACTHAR Gel 
has the greatest volume of 
clinical experience— 


HP*ACTHAR Gel 
is regarded as the international 
standard of potency— 


and 


has a safety record unmatched 
by any other drug of compar- 
able power, scope and action. 


Some common indications from 
more than 100 diseases in which 
you can expect rapid effects from 
short-term therapy: 


Allergies, including Asthma 
Drug Sensitivities 
Penicillin Reactions 


HP*ACTHAR Gel is The Armour 


Laboratories Brand of Purified Repository 


Corticotropin (ACTH) 
“Highly Purified 


FAR THE ARMOUR LABORATORIES 
© A DIVISION OF ARMOUR AND COMPANY 
KANKAKEE, ILLINOIS 
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YOUR ATTENTION 


To the advertising pages of this 
journal is recommended by the 


Advertising Committee. This 
~<a committee controls the ac- 


ceptance of promotional ma- 
terial in the Annals of Internal 
Medicine in the interest of its 
readers. The committee ac- 


Finite cepts advertisements only of 

b. “a worthy products or competent 

the Fo . services offered by reputable 

| ml | firms. It refuses all that is 
Pll irrelevant to the practice of in- 


ternal medicine. 


JOIN THE The Annals reader who exam- 


ines the informative and at- 


tractive advertisements in each 
issue takes one more step in 


keeping abreast of newer de- 
IN JANUARY = velopments in clinical medi- 
cine. 


THE AMERICAN COLLEGE OF PHYSICIANS 


Postgraduate Courses 


Course No. 5, SELECTED PROBLEMS IN INTERNAL MEDICINE: University of Oklahoma 
School of Medicine, Oklahoma City, Okla.; Stewart G. Wolf, Jr., M.D., F.A.C.P., Director. 
November 26 to 30. 


Course No. 6, GASTRO-ENTEROLOGY: University of Pennsylvania Graduate School of 
Medicine, Philadelphia, Pa.; Henry L. Bockus, M.D., F.A.C.P., Director. December 3 to 7. 


Course No. 7, BASIC CONCEPTS OF CLINICAL ELECTROCARDIOGRAPHY: University 
of Utah College of Medicine and Salt Lake General Hospital, Salt Lake City, Utah; Hans 
H. Hecht, M.D., Director. December 3 to 7. 


Course No. 8, PATHOLOGIC PHYSIOLOGY OF THE BLOOD DYSCRASIAS: Washington 
University School of Medicine, St. Louis, Mo.; Carl V. Moore, M.D., F.A.C.P., William J. 
Harrington, M.D., (Associate), and Edward H. Reinhard, M.D., (Associate), Co-directors. 
February 18 to 22, 1957. 


Tuition fees for all courses will be: Members, $30.00; Non-members, $60.00. Full details of 
these courses may be obtained through the Executive Offices of the College, 4200 Pine Street, 
Philadelphia 4, Pa. 
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Facing his lengthening life span, mankind—even in 
the prime of life—begins to face also the problems 
of obesity, hypertension, heart conditions, diabetes — 
the degenerative diseases connected with Father Time. 


It is in the dietary management of these problems, 
and frequently in their prevention, that Instant Pet 
Nonfat Dry Milk helps to put a friendlier face on 

Father Time. 


Richest and most economical food source of high- 
quality protein, Nonfat Dry Milk is an ideal 
ingredient when protein-fortification of foods and 
beverages is essential in the diet. 


Reconstituted, Instant Pet is nonfat milk with 
delicious fresh-milk flavor and all milk’s protein, 
calcium, and B-vitamins— but only Aa/f the calories 
of whole milk. 


In fact, whenever a diet high in protein and calcium, 
low in fat, and restricted in calories, is indicated, 
Instant Pet is most helpful—and most economical. 
It is readily available, everywhere, for as little as 8 
cents a quart. 


Instant PET NONFAT DRY MILK 


supplies essential milk nourishment with 
minimum caloric intake at minimum cost. 


PET MILK COMPANY e ARCADE BUILDING e ST. LOUIS 1, MISSOURI 
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clinically proved, before introduction, in over 12,000 patients 


announcing 


a further advance in psychopharmacolog y | 


a true “tranquilizer” with specific 
action in psychic and psychosomatic 


conditions 


indicated in mental and emotional 
disturbances — mild and moderate — 
encountered in everyday practice 


available in 5 mg. tablets 


minimal side effects 


Few drugs have been so thoroughly studied before introduction 
or introduced with such a substantial background of clinical 
experience. 

In the more than 12,000 cases treated with ‘Compazine’ here and 
abroad, and in experimental studies at very high dosage, no blood 
change or jaundice attributable to ‘Compazine’ was observed. 


Smith, Kline & French Laboratories, Philadelphia 1 


* Trademark for proclorperazine, S.K.F. 
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THERAPEUTIC 


FORMULA 
multivitamins 


Each Filmtab represents: 


Vitamin A........ 7.5 mg. (25,000 units) 
Vitamin D 25 meg. (1000 units) * 
Thiamine Hydrochloride 


Riboflavin 
Nicotinamide (as hydrochloride)... 150 mg. 


Vitamin B12 (as cobalamin concentrate) 6 mcg. 


. 
Ascorbic Acid 
Supplied: Bottles of 50, 100 and 1000 Filmtabs. 


*Filmtab: Film-sealed tablets, Abbott; pat. applied for. 
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BACITRACIN-TYROTHRICIN-NEOMYCIN-BENZOCAINE TROCHES 


it’s the time of year when people crowd together 
and sore throats spread. For these mixed bacterial 
throat infections, TETRAZETS troches provide con- 
tinuing local therapy. The 3 potent antibiotics in 
TETRAZETS have a low index of toxicity and sen- 
sitization. Each TETRAZETS troche contains zinc 
bacitracin 50 units, tyrothricin 1 mg., neomycin sul- 


fate 5 mg., and anesthetic benzocaine 5 mg. 


MERCK SHARP & DOHME 


: DIVISION OF MERCK & CO., INC., PHILADELPHIA I, PA. 
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THE SURGICAL MANAGEMENT OF CORONARY 
ARTERY DISEASE: BACKGROUND, RATION- 
ALE, CLINICAL EXPERIENCES * 


By Craupe S. Beck, M.D., and Bernarp L. Brorman, M.D., 
Cleveland, Ohio 


INTRODUCTION 


THIS presentation is based upon the direct approach to the coronary 
blood supply to the heart. About 5,000 experimental operations have been 
carried out on dogs in the last 23 years." The facts here presented were 
determined by observations made directly on the heart. What actually 
happened in these experiments determined the facts which make up this 
presentation. With this foundation the facts should have enduring value. 

To illustrate how the observation of a fact destroys a preconceived idea, 
the following incident is cited: On June 21, 1955, a 65 year old physician 
had anginal pain. The next day he came to the University Hospitals of 
Cleveland for an electrocardiogram. On the way out of the hospital he fell 
over dead from a fatal heart attack. Within a few minutes his chest was 
opened, the heart was massaged and oxygen was delivered to his lungs. 
Defibrillation of the heart was achieved. Nine months later this physician is 
practicing medicine. After this act was accomplished several internists 
raised this question: “You would not have done this, would you, if you 
knew he had had a fatal heart attack?” Preconceived ideas must yield to 

* Received for publication April 20, 1956. 

Presented at the postgraduate course of the American College of Physicians on The 
Heart—Recent Advances in Diagnosis and Treatment, at the University of Kansas Medical 
Center, March 21, 1956, under the directorship of E. Grey Dimond, M.D., F.A.C.P. 

From the Western Reserve University School of Medicine, University Hospitals, and 
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Supported by grants from the United States Public Health Service and the Cleveland 
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the accomplished fact. Knowledge must be based upon a large number of 
observed facts in the research laboratory. 

We should learn several lessons from the man who fell over dead. One 
of these is that the death factor may be small and reversible, comparable to 
starting or stopping the pendulum of a clock, or turning off and on the 
ignition switch ina motor. The death factor may also be prevented, as this 
presentation will show. This experience also opens a new door in cardi- 
ology, because this one positive accomplishment implies that there can be 
more. It is only reasonable to carry out further attempts; and to make 
these attempts properly, special training in resuscitation will be required by 
the medicai personnel. 

We want to make this presentation understandable. We know that, 
once ideas have become established over a period of years, it is sometimes 
difficult to change them. These new facts must be understood before they 
can be accepted, and once they are accepted, then they can be applied to 
patients. We hope that this orderly sequence of events will take place in 
reference to this work. 


Types oF DEATH IN CORONARY ARTERY DISEASE 


There are two types of death in coronary artery disease. One is due to 
electric currents in the heart which destroy the codrdinated mechanism.’ 
The other is due to muscle destruction and failure. Out of every 10 deaths 
due to coronary disease, a break in mechanism occurs in about eight, and 
muscle failure occurs in about two. These two types of death are so dif- 
ferent that they might appear to be produced by two entirely different types 
of disease. 


THE ELECTRICALLY STABLE HEART 


Electrical stability is present when the distribution of oxygen throughout 
the myocardium is uniform.*? Stability does not depend upon the amount 
of oxygen delivered to the myocardium; a uniformly and deeply cyanotic 
heart is electrically stable. This statement strikes at the very foundation 
of the coronary problem. In our many years of research on this problem, 
red blood to the heart was always considered to be the problem. Our 
dictum was: “The coronary problem involves red blood to the heart.” Now 
we know that this is not absolutely so. Distribution of blood is more im- 
portant than absolute quantity. The coronary problem has two facets: (1) 
distribution, (2) amount of blood available to the heart. Faulty distribu- 
tion kills 80 to 90% of the victims, inadequate total flow kills 10 to 20% 
of the victims. 

Normally the coronary arteries are capable of carrying at least five times 
as much blood as the capillary bed receives. Only when the cross-sectional 
diameter of the large vessels is reduced to less than 25% is there significant 
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hemodynamic impairment at rest. If distribution is adequate, the occlusive 
disease in the coronaries may go on to completion before death occurs. 


THE ELECTRICALLY UNSTABLE HEART 


Electrical instability occurs when the distribution of oxygen is not uni- 
form throughout the heart. We coined the term “oxygen differentials” to 
describe this condition.? In the laboratory these differentials are produced 
by ligation of a coronary artery in a pink heart, and by perfusion of red 
blood into a coronary artery in a cyanotic heart. Contact between blue and 
pink muscle, or pink and blue muscle, produces these currents. Other 
factors being constant, the greater the differential the greater the current; 
the less the differential the less the current. The term threshold of fibrilla- 
tion may be used to refer to the susceptibility of the heart to develop fibril- 
lation. If the threshold is high, the current produced by the oxygen dif- 
ferential may not be strong enough to be destructive; if it is low, then a 
small current may be destructive. The following equation may be applied: 


Current of oxygen differential 
Threshold of fibrillation 


Fibrillation index = 


When a man while shoveling snow falls over dead in the snow pile, 
certain factors contribute to this catastrophe. The exercise and the cold 
“pinked-up” his skin and also his heart. Because of a stenosed or occluded 
coronary artery, part of the heart could not increase its blood flow enough 


and thus became relatively blue. The cold air in his lungs may have lowered 
the fibrillation threshold by cooling the pulmonary venous return to the heart 
and/or direct cooling of the epicardial surface of the heart.* Without the 
exercise and cold the heart beat would not have been destroyed. 

There is no obligate relationship between these currents and death of 
heart muscle. The production of current and the death of muscle are dif- 
ferent biologic processes. Currents can be produced without infarction; 
infarction can be produced without producing currents strong enough to 
disturb the coordinated mechanism. The fact that one third of all the vic- 
tims of coronary artery disease show no infarct, old or recent, attests to this 
statement.* The fact that extensive destruction of heart muscle resulting 
in failure occurs without producing currents strong enough to fibrillate the 
heart also attests to the independent nature of fatal currents and muscle 
destruction. Currents can kill during the process of infarction; they may 
occur together, but they are independent processes. 


How CAn THE HEART BE HELPED 


There are two ways in which the crippled coronary circulation can be 
helped. One is by an even distribution of the blood that enters these arteries. 
The other is by the addition of blood to that which enters the diseased 
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arteries. One is distribution; the other is augmentation. Distribution is 
easy to accomplish by operation. Augmentation is not easy. Distribution 
is accomplished by production of intercoronary channels. Augmentation 
has several possibilities, none of which appears practical at present. One 
might open a coronary artery and scrape out the atheroma and calcified 
plaques, but this is extremely dangerous, and accelerated clotting is likely 
to occur in such a small artery. A systemic artery might be attached to a 
coronary artery beyond the stenosed area. This has possibilities, but so 
far we have had little success in the dog. One can graft a blood supply 
onto the surface of the heart, but this has been a stubborn problem. In 
most of the experiments, and we have done many hundreds, it simply does 
not work. The benefit from a graft is not primarily by blood via the graft. 
The graft on the heart’s surface produces inflammation, and this in turn 
produces intercoronary channels which produce the benefit. We have had 
specimens with connections large enough to carry blood between graft and 
heart in both the dog and the human, but these connections are not the rule. 
This aspect of the problem needs a great deal more experimentation, because 
it is possible to find a better method of grafting. 

We have tried to convert the coronary sinus into an inlet for blood, and 
found that red blood delivered into the venous system gave enormous pro- 
tection to the heart, but the reversed flow lasted for about six weeks and 
then was replaced by an effective permanent set of intercoronaries which 
afforded equivalent protection. This operation was difficult to perform 
and since a set of intercoronaries can be produced more easily, in the last 
four years we have been using a simpler method.* 


THE PRESENT OPERATION 


The present operation is a simple one and consists of four steps. One 
step is the passage of a ligature around the coronary sinus about 1 or 2 cm. 
from its ostium in the auricle, constricting the sinus down to a lumen of 
about 3 mm. This narrowing of the sinus accomplishes certain favorable 
and unfavorable results. It brings about somewhat greater extraction of 
oxygen from the venous blood, which normally is already greatly reduced. 
The mild venous stasis reduces oxygen differentials in the presence of 
arterial occlusion, and this probably protects the heart with coronary disease. 
It also produces intercoronary channels. On the other hand, increased 
capillary pressure may reduce total coronary artery inflow. Our opinion 
is that this step in the operation makes it more effective. If the sinus is 
hard to approach at operation, as in cases with cardiac enlargement, this 


Fic. 1. Normal dog hearts, with coronary arteries injected, showing intercoronary 
arterial communications. These vary in normal hearts as they do in normal human hearts. 
About 9% of the specimens have intercoronary communications, and these are hearts that 
are protected if occlusive disease should develop. Ninety-one per cent of the normal speci- 
mens do not possess these channels. 
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step is omitted. However, only rarely is this the case. We have seen no 
ill effects from it at operation. 

The second step consists of abrasion of the lining of the parietal peri- 
cardium and the epicardial surface of the heart. This produces inflamma- 
tion, with resultant intercoronary channels. Necrotizing chemicals such as 
carbolic acid should not be used for this purpose. 

The third step consists of the application of about 0.3 gm. of coarsely 
ground asbestos to the surface of the heart, producing a mild inflammatory 
reaction. Asbestos is the most effective and least irritating substance that 
we have tested. 

The fourth step is to bring the mediastinal fat into contact with the heart 
so that it can act as a graft upon the heart. Each step in this operation 
contributes something to the final result. The operation itself is tolerated 
remarkably well. It requires approximately one hour to perform. It 
should be emphasized that there is no need for haste during operation. In 
no instance has the duration of operation contributed to any untoward 
complications. 


EFFECTIVENESS OF THIS OPERATION 


Figure 1 shows normal dog hearts with the coronary arteries injected. 
Figure 2 shows dog hearts after this operation was done. The presence 
of intercoronaries is obvious. Figure 3 shows measurements of Mautz- 
Gregg backflow.’ The average backflow in 70 normal dogs is 3.8 c.c. per 
minute or 228 c.c. per hour. Average backflow in 41 operated dogs is 8.5 
c.c. per minute or 510 c.c. per hour. Operation adds an average of 282 c.c. 
per hour to the circumflex area beyond the occlusion. It is comparable to a 
transfusion of 282 c.c. of blood added to the quantity already present. This 
blood is available to meet the crisis of the occlusion. There is no evidence, 
no scientific measurement, to show that any of the available medical measures 
add (or subtract) a single drop of blood to ischemic muscle. In dogs under- 
going one-step ligation of the descending ramus of the left coronary artery 
at its origin, the 70% mortality in normal dogs was reduced to 26.6% by 
operation. This decrease of 43.4% is due to reduction of oxygen differ- 
entials by intercoronary channels. The process of infarction was reduced 
60 to 70% in size by this operation. These results have been well tested 
in the laboratory. 


LIMITATIONS OF MEDICAL AND SURGICAL TREATMENT 


Neither form of treatment cures the disease. Neither reduces the oc- 
clusive process in the arteries. Neither prevents further development of 
arterial disease. Neither restores degenerated myocardium. What opera- 
tion does accomplish is to make blood available to muscle rendered ischemic 
by arterial disease. It reduces oxygen differentials; it reduces the currents 
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Fic. 2. Hearts after operation. A, B, C and D are dog hearts. E and F are two 
views of a human specimen. Note the presence of intercoronary arterial communications, 
especially over the base of the heart. 
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Fic. 3. Average back flow from circumflex artery in normal and operated dog hearts. 
Operation adds 282 c.c. of arterial blood per hour to ischemic myocardium. 


and it saves life. This blood is present to meet the occlusion. The results 
in humans have substantiated the experimental studies. 

It is almost superfluous to state that operation has no relationship to 
arterial disease. It does not pretend to cure the disease. The point is 
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Fic. 4. Presence of intercoronary arterial anastomoses in human hearts, with various 
degrees of stenosis. Based upon studies by Zoll, Wessler and Schlesinger. Courtesy J. Am. 
Geriatrics Soc. 4: 322, 1956, 
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made by some that the disease cannot be produced in animals and, therefore, 
this work cannot be applied to patients. In answer to this, the statement 
can be made that coronary arteriosclerosis does not kill the patient. It is 
the reduction in the lumen of the artery that kills the patient, and the artery 
can be reduced by a ligature as well as by the disease. Even if it were 
possible to produce coronary artery disease in dogs, the degree of occlusion 
and the location of the occlusion could not be controlled with the same pre- 
cision as the ligature, and as a method for scientific study it would be inferior 
to the ligature. 


INTERCORONARIES PRODUCED BY ARTERIAL DISEASE 


This subject has been investigated by Zoll, Wessler and Schlesinger ° 
and many others. Their findings are summarized in figure 4. Nine per 
cent of normal human hearts have intercoronaries; 91% do not have them. 
These patients were probably born with them. The incidence in dogs is 
about the same. The incidence does not increase when the narrowing 
progresses up to 75% of the diameter of the artery. It increases to 58% 
when the narrowing goes from this degree up to, but not including, occlu- 
sion. With occlusion, the incidence is 89% for the acute process and 100% 
for the chronic process. Our interpretation of this study is that the stenos- 
ing process is ineffective in the production of intercoronaries until it becomes 
severe. Clinical experience attests to the fact that many lives are lost from 
currents due to oxygen differentials produced by lesser degrees of narrowing. 
Intercoronaries fail to develop in many of these patients, and the codrdinated 
beat is destroyed. No doubt these channels form more readily in some 
patients than in others. It would appear that the presence of intercoronaries 
was necessary to allow the narrowing to become complete and chronic, 
because they were present whenever chronic occlusion was found. Their 
presence kept the heart beating so that the narrowing could go on to occlu- 
sion and become chronic. The possibility exists that some of the hearts that 
survived up to chronic occlusion were originally the 9% group born with 
them. These patients are the ones that are in good position to survive 
coronary occlusion. They are the ones that the internist regards as excellent 
recoveries from the disease. They survive the attack because they have 
intercoronaries. The occlusion makes the intercoronaries develop further, 
the disease remains static, and the result is excellent. The purpose of opera- 
tion is to place more people in this favorable group: to take them out of the 
91% group and place them in the 9% group. 


SELECTION OF PATIENTS FOR OPERATION 


1. Prophylactic Group. Up to the present time operation has not been 
done as a prophylactic measure, but inclusion of this group is under con- 
sideration. It is illustrated by a man, age 40 years, who lost his father, 
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an uncle and two brothers at the age of 41 to 45 years. This man had no 
symptoms of the disease. The question he put to us was whether he should 
be protected by the operation now, when the risk of operation was slight and 
before occlusion developed. Operation was advised. 

2. Coronary Insufficiency. Angina Pectoris. Operation is advised 
when the diagnosis is made. The risk is small. 

3. After One or More Infarcts. The interval between operation and the 
last infarct should be at least six months. This gives time for repair and 
for the disease to stabilize so that the condition after operation can be com- 
pared to the condition before operation. 


CONTRAINDICATIONS 


1. Signs of Congestive Heart Failure. These include dyspnea at rest, 
rales in the lungs, and peripheral edema. 

2. Marked Enlargement of the Heart. This indicates extensive myo- 
cardial damage, a condition that can scarcely be helped by operation and the 
risk is definite. 

3. Progression of Symptoms. Operation is delayed until the clinical 
course becomes stabilized. If the stenosing disease is rapidly progressive, 
operation may transform an impending medical mortality into an evident 
surgical mortality. 

MortTALITY 


In the last 48 consecutive patients who were operated upon the mortality 
was zero. In 170 consecutive patients operated upon since January, 1951, 
there were two deaths during operation and nine during the early posi- 
operative period, for a total mortality of 6.5%. In 137 patients discharged 
from the hospital six months to five years, with an average follow-up of two 
years, the long-term mortality was 13.1%. Ina similar series of patients 
acceptable for sympathectomy in whom operation was not done, the mor- 
tality in two years was 30%." These patients were incapacitated enough to 
consider operation. For comparisons to have value, the two groups of 
patients must be identical, and it is almost impossible to get identical control 
groups. 

CLINICAL RESULTS 


Of 100 patients who were followed six months to five years after opera- 
tion and who could be evaluated, there was no pain in 40, less pain in 48, 
and a total of 88% improved. There were 34 better able to work without 
limitation, and 56 better able to work with moderate limitations, or 90% 
better able to work. Frequently the patient states that the tightness in the 
chest is relieved as early as the first week after operation. This improve- 
ment is accepted by us because it can be demonstrated that improvement in 
circulation can be achieved in a few days. In the majority of patients the 
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degree of improvement is such that only by direct contact with the patient 
can this be appreciated. 


DIscuUSSION AND CONCLUSIONS 


In recent years the widespread application of operation for coronary 
disease in many medical centers has been most gratifying. Codperation 
between the medical cardiologist and the surgeon is essential. Care must 
be taken to keep mortality figures as low as possible. Unfortunately, in so 
doing certain patients will be denied operation even though they could have 
been helped. Mortality is held against the operation. The greatest amount 
of good to the largest number of patients will be achieved by a mortality 
approaching zero. Some internists are quick to ascribe all mortality to 
the operation and none to the disease. All mortality during and immediately 
after operation, therefore, is ascribed to operation. Even delayed mortality 
occurring weeks or months after discharge from the hospital will be ascribed 
to operation, but we must state emphatically that this should not be so. If 
the patient goes through the operation and the immediate postoperative 
period, then the operation cannot kill the patient. Nor can operation make 
his clinical condition worse. Regardless of what appraisal the clinician 
places upon the operation, it must be stated emphatically that the operation 
does not make the patient worse. If the clinical condition deteriorates later 
on, this is not due to the operation; it is due to the disease. Thus, it is 
possible to return an incapacitated patient to work for nine months without 
pain. Then pain returns; he becomes almost disabled again and dies in 
three months. This result should be considered as good or excellent, be- 
cause the patient was enabled to return to work without pain for nine 
months. The operation does not pretend to cure the disease. If the clin- 
ician cannot accept this type of thinking, then it is advisable for him not 
to engage in this development. At the same time, the clinician should 
recognize that there is no scientific evidence to indicate that medical meas- 
ures add a single drop of blood to ischemic myocardium. We should recog- 
nize this axiom in coronary artery disease: the fate of the patient depends 
upon the amount of blood available to ischemic myocardium beyond the site 
of the occluded artery. It now becomes important to decide which is the 
better way to treat the patient: whether to continue with rest, sedation and 
other medication, or to have an operation performed. ‘This places respon- 
sibility upon the internist. The patient should know that there is an opera- 
tion for this disease. 

The methods for measuring results of operation leave much to be 
desired. The clinician has difficulty in the appraisal of any patient with 
coronary disease at any time—death can occur so unexpectedly. We can 
only accept what the patient tells us: how he feels, how much he is able to 
do, how much pain he has, what medication he takes, what his wife thinks 
about his condition on the basis of her observations. We appreciate the 
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psychologic aspects of coronary artery disease, but it is foolish to state that 
the improvement after operation is in the patient’s mind. The patients 
themselves reject this idea as nonsense. The majority of the patients were 
severely incapacitated. They wanted to return to work. They cannot be 
expected to go through an operation and then say they are better if they 
are not better. There is no reason for them to falsify this result; indeed, 
the trend should be in the opposite direction: to expect more benefit than the 
operation can produce, and this scarcely ever happens. It is a simple mat- 
ter to demonstrate that operation increases longevity or saves life in the 
experimental laboratory, but it will be a difficult matter to accumulate com- 
parative data on patients. We are satisfied with the laboratory answer, 
where all scientific controls have been applied to this problem. The value 
of this scientific proof is not to be under-rated merely because it was done 
on dogs and not on humans. It is probably possible to use clinical data that 
will give an answer in either direction, depending upon the motives of the 
clinician. We do not expect the question of longevity to be proved to the 
satisfaction of all clinicians. For the present, the relief of pain and the 
ability to return to work are sufficient reasons for the patient to accept 
operation. 
ADDENDUM 


A series of 100 consecutive patients was operated upon at University 
Hospitals and at Mount Sinai Hospital, Cleveland, and the operative mor- 
tality in this group was 0. One patient had a coronary occlusion before 
he was discharged from the hospital and this caused his death. This patient 
was ambulatory, was relieved of his anginal pain and was obtaining a good 
early result from operation when this occlusion occurred. In each opera- 
tion the heart was carefully examined and the results of these examinations 
are given. The left ventricle was enlarged in 40 and normal in 60. An 
aneurysm was present in 7. There was no observable infarct in 22 and 
one or more infarcts were found in 78. Arterial disease was observed 
or palpated in 97 and was not found in 3. The term “salvage” was applied 
to those in whom the left ventricle was enlarged and in whom there was an 
area of myocardium with reduced or absent pulsation. Because of severely 
damaged myocardium the expected benefit from operation in this group 
was usually considered to be questionable. However, some of the best 
clinical results were obtained in patients in this category. Indeed, in one 
patient long standing signs of failure disappeared after operation which was 
done one year ago. Twenty seven patients were classified as salvage and 
73 were classified as good candidates. The common left coronary artery 
was palpated in each case. It was soft, pulsated and felt to be approximately 
normal in 76; it was thickened or calcified in 24. The presence or absence 
of disease in the common left coronary artery is an indication of coronary 
arterial inflow. If this artery is soft and normal the assumption is made 
that the inflow of blood is adequate and the problem in physiology and 
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therapy is that of redistribution in the peripheral areas of myocardium and 
operation can accomplish a balanced distribution. This record speaks for 
itself. 


SUMMARIO IN INTERLINGUA 


In stenosis o occlusion de arteria coronari, le fato del patiente o le fato del can 
experimental depende de qual quantitate de sanguine in le musculo cardiac esseva 
previemente apportate per le nunc stenotic o occludite arteria coronari. Iste asser- 
tion es valide si le stenosis o occlusion es producite in humanos per morbo arterial 
e si illo es effectuate in canes per ligatura chirurgic. Un voluminose litteratura 
medical super morbo de arteria coronari neglige iste veritate axiomatic proque— 
evidentemente—therapias medical non pote resultar in alterationes del anatomia del 
arterias coronari. Sed iste anatomia pote esser alterate per medios chirurgic. Le 
stimulo resultante in tal effectos es un inflammation al superficie del corde producite 
per agentes mechanic e chimic. 

Iste operation produce un distribution uniforme de sanguine in le corde, de maniera 
que—si e quando un arteria major es occludite—sanguine additional es presente in 
le musculo ischemic. In casos de occlusion de arteria circumflexe, le operation aug- 
menta le quantitate de sanguine per 282 cm® per hora. Iste quantitate reduce le mor- 
talitate, le dimension del infarcimento, e anormalitates in le electrocardiogramma, 
secundo le evidentia de tests comparante le effecto de ligatura de arteria coronari in 
canes protegite per le operation hic discutite e in canes normal sin ille protection. 
Post occlusion del branca descendente del arteria sinistro-coronari, le operation pro- 
tectori reduce le mortalitate per 43% e le dimension del infarcimento per 60 a 70%. 
Le mesme operation ha essite applicate a patientes con morbo de arteria coronari, e 
le resultatos esseva lo que nos habeva expectate. Il ha nulle conflicto inter le mesura- 
tiones laboratorial e le resultatos clinic. 

Le operation deberea esser executate le plus promptemente possibile in le curso 
del morbo. Le operation non pote arrestar le processo occlusive in le arterias; illo 
non pote restaurar un degenerate myocardio. Quando extense lesiones muscular: 
rende possibile un dilatation del corde, il es generalmente troppo tarde pro effectuar 
significative beneficios per le operation. Le operation debe esser retardate usque a 
al minus quatro menses post un acute infarction myocardial o qualcunque augmento 
abrupte in le severitate del symptomas. 

Pro le ultime 77 consecutive patientes subjicite a nostre operation le mortalitate 
esseva zero. Iste excellente resultato esseva obtenite principalmente gratias al caute 
selection del patientes. Il es probabile que le operation prolonga le vita. In le 
laboratorio iste assertion es un facto establite. Ab le puncto de vista del symptomas, 
90% del patientes evalutate habeva resultatos excellente: 459% es completemente libere 
de dolor, e le altere 45% ha considerabilemente minus dolores que ante le operation. 
Similemente, 90% del patientes es hodie economicamente productive: 42% es capabile 
a travaliar jornatas complete sin ulle restriction, e le altere 48% travalia melio que 
anteriormente, ben que con certe limitationes. 
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CRITICAL ANALYSIS OF PALLIATION PRODUCED 
BY ADRENALECTOMY IN METASTATIC 
CANCER OF THE FEMALE BREAST * 


By P. M.D., Sypney Korman, M.D., DEVANABOYINA 
NaGAMANI, M.D., and SAMUEL G. Taytor, III, M.D., F.A.C.P., 
Chicago, Illinois 


INTRODUCTION 


In the absence of any definitive cure, retardation of tumor growth with 
prolongation of a comfortable and useful life is a worth while achievement 
in the treatment of patients with metastatic cancer. In women, carcinoma 
of the breast is one of the most common forms of malignant disease, with a 
high incidence of generalized dissemination and long-lasting terminal dis- 
ability. Any means of producing reasonably prolonged and successful pal- 
liation is highly gratifying to both patient and physician. It is the more 
desirable to the latter if it can be ascribed to a specific antitumor effect of 
the therapy used. There has been increasing evidence that administration 
or withdrawal of certain steroid hormones may alter the course and clinical 
manifestations of this type of malignant disease. In 100 cases, with an 
operative mortality of 5%, Huggins * reports remission of varying duration 
and degree in 38 patients, or 40%. Galante and co-workers found ** 
evidence of objective improvement in 18 out of 50 cases operated upon. 
Cade ** reports a series of 56 patients, of whom 40 are evaluated. The 
operative mortality was 13.6% ; excellent results were noted in 27.5%, and 
satisfactory objective response was obtained in 42.5%. According to this 
author, 60% of the patients had beneficial results, and in 23% the results 
were “quite remarkable.” Delarue® reports a series of 32 cases, with 
“dramatic objective improvement” in 40.6%. In a series of 38 cases re- 
ported by Pearson,’ adrenalectomy produced objective remission in 45%, 
and 26.3% of a group of 19 operated upon by Pyrah and co-workers ° 
showed a major regression. Hellstrom’® observed improvement in 24 out 
of 51 patients with metastasizing breast cancer after adrenalectomy. In 
an earlier paper, Taylor et al.*® found evidence of tumor regression follow- 
ing bilateral adrenalectomy in seven out of 16 patients with cancer of the 
breast. However, the practical importance of this procedure is less the 
percentage of cases showing objective evidence of tumor regression than 
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the total worth of it to the patient, and whether it is associated with improved 
ambulation and activity as well as a useful and worth while prolongation 
of life. The purpose of this paper is to evaluate clinically the palliative 
value and to review the validity of various criteria used in the analysis of 
results. 

METHODS AND MATERIAL 


It has been our feeling that the following requirements should be met 
if results from adrenalectomy in the treatment of metastatic breast cancer 
are to be adequately interpreted : 


1. A sufficient period of time without therapy must be observed to 
determine the natural course of the disease in the individual case, and 
to rule out any remission occurring spontaneously, or secondary to 
withdrawal of other steroid therapy. 

2. No radiation therapy should be given for a period of at least three 
months prior to adrenalectomy. 

3. Adrenalectomy should be delayed until all evidence of regression pro- 
duced by castration alone has disappeared, and evidence of progression 
is obvious. 

4. The post-adrenalectomy evaluation should be done by the same group 
of investigators who observed the patient in the period prior to 
adrenalectomy. 

5. The following criteria should be used for: 


a. Objective response: Regression of all visible or palpable lesions ; 
“bone healing” as indicated by positive radiologic evidence of 
recalcification of osteolytic lesions, changes in the urinary excre- 
tion of calcium and of the serum alkaline phosphatase; regression 
of pulmonary or pleural lesions, as evidenced by serial roent- 
genograms. 

b. Subjective response: Marked and definite relief of bone pain and/ 
or respiratory symptoms (due to metastatic lesions), and re- 
ambulation in those patients who were bedridden or severely 
invalided because of the malignant disease. 


The following results were not considered a worth while response: 
subjective improvement persisting less than two months without evidence 
of objective regression; transitory decrease in the urinary excretion of cal- 
cium, or recalcification of osseous metastasis with concomitant appearance 
or progression of other lesions. 

Patients with regression of some lesions but without progression of 
others were considered as “benefited” if there was at the same time definite 
subjective improvement. In the final evaluation of results, most emphasis 
was given to the over-all clinical response obtained by the patient if this 
benefit could be attributed to a specific effect on the metastatic lesions. 

Meeting requirements 1 to 3 has been impossible for many of our cases 
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—in some because of rapid progression of the disease, in others because the 
separation of two operative procedures, castration and adrenalectomy, has 
been economically or otherwise unsound and the effects due to each could 
not be separated. 

Fifty-eight female patients with metastatic carcinoma of the breast under- 
went bilateral adrenalectomy in the Steroid Tumor Clinic of the University 
of Illinois and the Presbyterian Hospital between February, 1952, and 
August, 1955. Histologic diagnosis of the primary tumor was available 
for all cases. Definite evidence of recurrent metastatic disease was obtained 
for every case, either by biopsy of accessible lesions, cytology of effusions 
or by analysis of roentgenograms. All but two cases had received previous 
standard therapy for metastatic disease, and all showed progression of their 
disease at the time adrenalectomy was performed. The patients were fol- 
lowed at regular three- to five-week intervals and their clinical condition 
was evaluated. 

Serial roentgenograms, chest and bone surveys, serum calcium and 
alkaline phosphatase and urinary calcium excretion studies were obtained 
at intervals of four to six weeks and the results correlated with the clinical 
picture. Most of these studies were done on an out-patient basis. For 
the urinary calcium excretions the patient was instructed on a low (approxi- 
mately 150 mg.) calcium diet for the period prior to and during a three-day 
collection period of urine. 


RESULTS 


Of the 58 patients who had bilateral adrenalectomy, eight died within 
the immediate postoperative period; extensive metastatic pleuropulmonary 


TABLE 1 


Postoperative death 

Not improved 

Worth while palliation 
“Benefited” 
Evaluated 

Total 


involvement was the cause of death in five. Two died from hepatic insuf- 
ficiency secondary to metastatic disease and one from postoperative hemor- 
rhage. In the remaining 50 patients, worth while palliation was obtained 
in 13, or 26%. Three more patients demonstrated objective regression 
from the procedure, but worth while palliation did not take place. 


CoRRELATION BETWEEN VARIOUS FACTORS AND RESPONSE 
TO ADRENALECTOMY 


Since response to adrenalectomy as well as to other hormone therapy 
remains unpredictable, analysis of various factors assumed to influence the 


Number 
Cases 
34 68 
13 26 
3 6 
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course of the disease was expected to improve the means of patient selection 
for such therapy. 

1. Age: Usually only patients five years or more past the menopause 
respond favorably to estrogen therapy. Most reports on results with 
adrenalectomy fail to show any relationship between age and therapeutic 
effects after adrenalectomy. In this present series the range of age at the 
time of adrenalectomy was from 26 to 66; the age distribution and response 
can be seen in table 2. Our data are pooled with those given by Huggins,” 
Cade,® Galante * and Pearson,“ and are shown in table 2. 

It would appear trom these combined data that the better results can 
be expected in the 40-to-50 age group. 

2. Correlation of Response to Adrenalectomy with Duration of Clinical 
Cancer-free Period: It is assumed that this period indicates the degree of 


TABLE 2 
Number of Cases 


Huggins Galante Pearson 


9 1 
15 9 
16 2 
5 


45 


Improved 


Huggins Galante Pearson 


Under 40 0 
40-50 4 
50-60 1 
60-70+ 


Total 16 


malignancy of the tumor. However, the rapidity of growth and spread of 
a tumor depends not only upon the yet ill-defined degree of malignancy but 
also on host-resistance factors which are equally unknown. Huggins ’* has 
shown that better results can be expected in those patients who had a pro- 
longed interval between mastectomy and onset of clinically demonstrable 
recurrent or metastatic disease. Table 3 compares our data with those 
given by Huggins. 

3. Histology of the Primary Tumor and Response to Adrenalectomy: 
Survival and response to specific therapy have been reported to be influenced 
by the histologic grade and type of the primary tumor. According to 
Huggins,’ the tumors most responsive to adrenalectomy are those composed 
of spheroidal cells with acini having lumina whose lining is one cell in thick- 
ness. However, mammary tumors are seldom monomorphous, and classi- 


a Age Ours Total 

‘ Under 40 13 8 14 45 

a 40-50 42 15 11 92 

4 50-60 31 7 18 74 

i 60-70+ 9 1 7 22 

a Total 95 31 = | 12 50 233 

Age | | Total % 

a 3 11 24.4 

; 4 39 42.3 

4 5 28 37.8 

a 1 6 27.2 

4 a | 5 13 84 36 
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TABLE 3 


Time 
Mastectomy- 
Recurrence ‘ 


Improved 


Number Cases Improved % | 


Huggins | Taylor | Huggins; Taylor 


Less than 1 year 3 . 8. 39 
1-2 years 14 . 39 
2-5 years 16 P . 40 
Over 5 years 5 : 4 13 


fication of these tumors is difficult because of the wide spectrum of structural 
variation seen in a single lesion. 

We have been unable, in retrospect, to find any correlation between the 
histologic type of the primary tumor and the response to therapy in our 
group of 58 patients, nor could any distinctive morphologic pattern be found 
on the slides of those who responded favorably. 

4. Menstrual Age of Patients: It has been shown repeatedly by both 
urinary estrogen and endometrial biopsy studies that cessation of menstrual 
periods is not equivalent with cessation of estrogen production either by 
the ovaries or other extragonadal sources. Huggins * states that patients 
with higher estrogen titers in the urine respond better than those who excrete 
only small amounts. Urinary estrogen determinations were not done in this 
group of patients. We have separated our patients into two groups, pre- 
menopausal and postmenopausal, and have compared the response to adrenal- 
ectomy accordingly. The findings are summarized in table 4. In an at- 
tempt to determine whether adrenalectomy alone might produce any regres- 
sion in menstruants, two patients had the operation without preceding 
oophorectomy. One, 33 years old, failed to show any subjective or ob- 
jective improvement following adrenalectomy, and bilateral oophorectomy 
was performed two months later, without subsequent regression. The other 
patient, 49 years old, with extensive and generalized osteolytic metastasis, 


TABLE 4 


Premenopausal Group Postmenopausal Group 


Number of Regression after Number of | Regression after 
Cases Adrenalectomy Cases } Adrenalectomy 


14 5 
6 0 


Adrenalectomy alone 2 0 
Combined adrenalectomy and 5 2 
oophorectomy 
X-ray castration before adrenal- 7 4 — oo 
ectomy 
Oophorectomy before adrenalec- 8 2 
tomy 
Oophorectomy before onset of 
disease 


Total 2 22 
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failed to show any objective evidence of remineralization, and three and 
one-half months later surgical castration was performed. Recalcification 
of osteolytic lesions appeared one month later. 

5. Previous Response to Therapy: As most of the patients in this series 
had had other steroidal therapy prior to adrenalectomy, it was of interest 
to see whether there was any correlation between the results obtained with 
adrenalectomy and those of other endocrine management. Pearson et al.’ * 
suggested that those who fail to respond to castration will also fail to respond 
to adrenalectomy, whereas such correlation was found to be valueless by 
Cade. In order to evaluate critically the effects of different therapeutic 
regimen, sufficient time—i.e., at least two to three months—has to separate 
each one. Adhering to these criteria, we have been unable to secure any 
accurate estimation as to the selection of cases for adrenalectomy based on 
the response to previous therapy. Of 28 patients treated with androgens 
prior to adrenalectomy, eight experienced gratifying relief with this manage- 
ment, but only four of these showed another remission following adrenal- 
ectomy. Of the 20 cases uninfluenced by androgen therapy, three had a 
worth while beneficial result after adrenalectomy. Seven patients had 
estrogen treatment, to which only one responded favorably, but none showed 
any response to adrenalectomy. Seven patients could be evaluated as to the 
separate effects of castration and adrenalectomy. Four were failures to 
both procedures, whereas only one out of two who had shown regression 
after castration did so after adrenalectomy. One patient had a clinically 
and objectively worth while palliation following adrenalectomy after she had 
failed to benefit from castration. 

6. Urinary Calcium Excretion: Urinary calcium excretion studies in 
patients with osseous metastases have been advocated by Laszlo,’* Pearson 
et al..* and Emerson * as a useful tool in the selection and evaluation of 
therapeutic effects in these patients. Urinary calcium excretion on an out- 
patient basis was obtained in 17 patients with known osteolytic metastasis, 
and the results were correlated with the subsequent clinical course. It is 
understood that these studies on ambulatory patients lack the precision of 
those obtained on metabolic wards, the purpose being to evaluate the validity 
of a relatively simple test for out-patient follow-up. Collections were ob- 
tained prior to adrenalectomy, and at three- to four-week intervals there- 
after. At the same time, blood was obtained for determinations of serum 
calcium and alkaline phosphatase. 

Only 10 of 16 patients with roentgenologically proved osteolytic metas- 
tasis had an elevated (higher than 150 mg./24 hrs.) urinary calcium prior 
to adrenalectomy. A significant drop in calciuria occurred in six patients 
after operation, coinciding with clinical improvement in only three, whereas 
the remaining three failed to show any clinical or roentgenologic evidence 
of regression despite improvement of urinary calcium excretion. Eight 
patients showed a rising calciuria, correlating with progressive disease in 
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six, while two others had both subjective and radiologic evidence of remis- 
sion not indicated by the urinary findings. Two further patients, in spite 
of proved osseous metastasis, had a normal calciuria. 

Correlation of clinical and radiologic findings with urinary excretion of 
calcium during the later postadrenalectomy course was found to occur in 
only nine of 17 cases. 

Decrease in the urinary calcium excretion, with relief of bone pain in 
the postadrenalectomy period, was found in several patients and lasted up to 
two months, but was never concomitant with or followed by radiologic 
evidence of recalcification. In other instances, three to six months after 
adrenalectomy, while roentgenograms showed healing of bone lesions, the 
increase in urinary calcium excretion indicated progression of the destructive 
process in bones. In 10 out of 15 patients a phosphatase flare was ob- 
served in the immediate postadrenalectomy period. This coincided with 
clinical improvement in four. 


DIscUSSION AND COMMENT 


Critical analysis of adrenalectomy-induced regressions in patients with 
metastatic cancer of the breast, reported by this group and others, raises 
many doubts as to the actual efficiency and real worth of the procedure. 
This is due, at least partially, to different criteria used by various observers. 
Despite some undeniably remarkable but as yet unexplained results, any 
unprejudiced observer remains more impressed by the (still) unsatisfactory 


methods of patient selection, the frequently observed dissociation between 
clinical course, and various objective changes. 

We have been unsuccessful in improving possible means of predicting 
which patients are likely to respond to adrenalectomy. There are conflicting 
statements in the literature regarding the role of age in prognosis and sur- 
vival of patients with breast cancer. It is questionable whether the apparent 
better response in the 40-to-60 age group has any real significance. Cor- 
relation between menstrual age and response to adrenalectomy could not be 
demonstrated by our group. Similarly, no accurate estimation of prognosis 
could be obtained by comparing results of previous therapy with those seen 
after adrenalectomy. The impression is held by some ** that patients who 
benefit from castration are most likely to have another remission following 
adrenalectomy. Perhaps a better correlation of these factors may be ob- 
tained by an analysis of a large number of pooled cases, such as is being 
prepared by the Subcommittee of Steroids in Breast Cancer of the American 
Medical Association. If the rationale that adrenalectomy acts by removing 
an extragonadal source of estrogens is adhered to, it would seem more 
logical to remove all such sources at once, rather than to have “estrogen- 
dependent” tumor tissue spread and create irreparable damage. However, 
this contention was not proved by better results in cases where both adrenal- 
ectomy and oophorectomy were performed simultaneously. Dissociations 
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between clinical response and that evidenced by laboratory or radiologic 
data, and even between various objective criteria, have been repeatedly 
observed. Obviously no single clinical or laboratory criterion can be used 
as a standard against which tumor regression or progression can be assessed. 
The validity of critical evaluation must depend on the degree of agreement of 
almost all criteria as a whole, as well as the total benefit obtained for the 
patient. 

Bone pain which is present in most patients with osseous metastases is 
widely used as a clinical criterion of the effectiveness of the therapeutic 
palliation. It is well to remember, in analyzing results, that in addition to 
a varying psychologic component there are different mechanisms underlying 
the origin of this type of pain. Increased medullary pressure due to in- 
creased cellularity was shown by Petrakis ** to produce bone pain; the same 
would be true of changes due to secondary noninfectious inflammatory 
changes. On the other hand, the pain can be produced by actual nerve root 
compression, and some patients of the older age group may have actual 
arthritic pain. Therefore, it is not surprising to observe pain relief without 
other evidence of tumor regression or bone healing, either by roentgeno- 
grams or by biochemical alterations in serum or urine. 

Osseous metastases in mammary carcinoma are predominantly osteolytic, 
but a lesion may not be demonstrable until 40% of the bone has been de- 
stroyed. The radiologic manifestations of remineralization of osteolytic 
lesions are a poorly understood phenomenon, and Hallberg et al.*’ feel that 
they are actually of little value as an objective criterion. The character of 
a lesion at a given time depends on the destructive action of the metastatic 
tumor and the reparative reaction of the injured bone. Any increase in 
density in an originally lytic lesion is likely to be interpreted as evidence of 
healing, but cases are frequently seen in which a metastatic area in bone 
increases in size and density simultaneously. With the lack of concomitant 
histologic studies, it remains a debatable question whether the observed 
changes represent osteoblastic progression or true healing. Noninfectious 
inflammatory changes occur as a reaction to carcinomatous deposits in bone, 
and several earlier observers held the belief that these reactive processes 
were responsible for either the spontaneous regression or the formation of 
new bone. Finally, the radiographic density of metastatic areas in bones 
depends also on variable technical factors in the roentgenogram which may 
be of importance in interpreting serial films. 

Metastases to bones are reflected biochemically by changes in the meta- 
bolism of calcium, and urinary calcium excretion studies ** are used as an 
objective criterion for the evaluation of results in patients with osseous 
lesions. These studies are based on the postulation that, in normal persons 
on a low calcium intake, the urinary calcium ranges from 50 to 150 mg./24 
hrs., and that active osteolytic metastasis will cause an excess of about 100 
mg./day for every gram of bone destroyed. It is known ***”?*** that 
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many factors influence the renal excretion of calcium, and that calciuria may 
be very variable, even if the intake is kept constant. Sex and cortical 
steroids are known to influence the urinary excretion of calcium in patients 
without malignant bone disease. The effects of adrenalectomy on calcium 
excretion on such patients are not known. Using such studies as an index 
of tumor regression and in the presence of steroid therapy may well produce 
an erroneous interpretation. 

The incidence of osseous metastasis in breast cancer is from 50 to 
75%,***8 and varying degrees of hypercalcemia are found in 9 to 18% of 
these cases.*****® The process of bone destruction (of which elevation 
of serum calcium is one biochemical manifestation) and of reparative activity 
varies greatly from one patient to another and from time to time in the same 
patient. Even in patients without bone disease, variations as great as 1.8 
mg. in either direction have been found.’® If, following therapy, previously 
elevated serum calcium values return to normal, it is presumed that excessive 
osteolysis of bone was inhibited. Such conclusions should, however, be 
drawn only if other objective evidence of tumor inhibition is obtained 
simultaneously. In some instances the decrease in serum calcium may 
result from a direct effect of the therapy on calcium metabolism. 

Changes in activity of the serum alkaline phosphatase are assumed to 
reflect manifestations of altered hepatic and osseous functions. The dis- 
tinction between these two factors, supposed to be readily made with the help 
of other liver function tests, is necessary in the evaluation of therapeutic 
results. The so-called phosphatase “flare” after adrenalectomy or other 
therapeutic measures is interpreted as evidence of bone repair. However, 
differentiation between attempts at bone regeneration and change to osteo- 
blastic metastasis which also causes an increase in the activity of this enzyme 
can well be impossible. It has been shown that elevation of serum alkaline 
phosphatase may be the only liver function test of significance in detecting 
early hepatic metastasis, and subclinical liver dysfunction sufficient to cause 
minor failure of excretion of the enzyme is fairly common in patients whose 
general health has been impaired by disseminated cancer. It is conceivable 
that this dysfunction may be further increased after major surgery, and the 
elevation of alkaline phosphatase not be indicative of tumor regression in 
bone at all. 

In the analysis of serial chest films, other pathologic conditions, such as 
perifocal exudative changes, pneumonitis or atelectasis, may be interpreted 
as neoplastic lesions and their clearing wrongly attributed to a regression 
of carcinomatous metastasis. 

Gross shrinkage of soft tissue metastases, lymph nodes and reépitheliza- 
tion are often dramatic results and are taken as convincing evidence of the 
efficiency of therapy. But, although they are uncommon and unsupported 
by good control studies, spontaneous regressions are known to occur, and 
it is possible that the observed changes are due to inhibition of secondary 
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inflammatory changes or to effects on the stromal component of the lesion. 
Other factors, such as secondary infection or delayed healing, are of some 
importance in the pathogenesis of rampant ulcerative lesions and have to be 
considered in analyzing results with adrenalectomy. 


CoNCLUSION 


1. Adrenalectomy produced worth while palliation in patients with 
metastatic cancer of the breast in only about 25% of our cases. 

2. No correlation could be demonstrated between previous response to 
various therapies and the results following adrenalectomy. 

3. The evaluation of objective regression of metastatic breast tumor is 
difficult, and conclusions may be fraught with errors. 

4. Further evaluation of a large pooled series of cases is necessary before 
the validity of the procedure can be established. 
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SUMMARIO IN INTERLINGUA 


Le analyse critic del resultatos de adrenalectomia in patientes con metastatic car- 
cinoma de mamma subleva multe dubitas in re le ver valor de iste procedura. Le im- 
portantia practic de adrenalectomia in patientes con metastatic carcinoma de mamma 
deberea esser determinate secundo le criterio de regressiones significative que rende 
le patiente capace a viver un relativemente normal e confortabile vita durante un 
appreciabile periodo de tempore e non simplemente secundo le criterio del procentage 
de casos exhibiente un regression transitori o partial del tumor. 

In un serie de 58 patientes feminin con metastatic carcinoma de mamma, 26% 
manifestava formas significative de regression in consequertia de adrenalectomia bi- 
lateral, durante que un total de 34% monstrava regressiones objective con o sin pal- 
liation de importantia practic. Le valor de 26% es plus basse que le valores general- 
mente trovate in le litteratura. Iste facto reflecte possibilemente al minus in parte le 
differentias inter le criterios usate per le varie observatores. 

Nulle accurate estimation del valor prognostic de adrenalectomia esseva obtenibile 
in iste studio per correlationar le sequente factores con le resultatos del therapia: (1) 
Etate menstrual e chronologic del patiente al tempore del operation; (2) resultatos de 
un previe therapia hormonal; (3) duration del periodo non-canceric post le mastec- 
tomia initial; e (4) typo histologic del tumor. Tamen, il es possibile que un plus 
extense serie de casos revelarea tendentias de signification statistic le quales non es 
apparente in le plus restringite serie del presente reporto. 

In general, adrenalectomia esseva executate in feminas premenopausal post o 
insimul con oophorectomia. Regressiones esseva notate in feminas postmenopausal 
con e sin previe o simultanee oophorectomia. Duo feminas premenopausal in qui 
adrenalectomia esseva executate ante le tempore del oophorectomia non manifestava 
ulle signo de regression como effecto del adrenalectomia. Un de iste patientes ex- 
perientiava un multo remarcabile regression quando oophorectomia esseva executate 
circa tres menses plus tarde. 

Ben que alterationes del metabolismo e del excretion de calcium e etiam varia- 
tiones in le phosphatase alcalin del sero es frequentemente considerate como prova de 
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regression, nos signala que il existe multe observate casos de dissociation inter le 
responsa clinic e iste constatationes. Assi nos recommenda le requirimento de un 
complete accordo del studios biochimic, del curso clinic, e del studios radiologic como 
criterio del occurrentia de regression in patientes con metastatic carcinoma de mamma. 
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STREPTOCOCCAL BACTEREMIA WITHOUT EN- 
DOCARDITIS: CLINICAL OBSERVATIONS * 


By ALEXANDER ScHirGER, M.D.,f J. Martin, M.D., and 
Dona.p R. Nicuots, M.D., F.A.C.P., Rochester, Minnesota 


RoseNow and Brown* described 144 cases of bacteremia due to a 
variety of organisms encountered at the Mayo Clinic during the three years 
from 1934 through 1936. Herrell and Brown?’ in 1941 compared the 
results of treatment of bacteremia at the Mayo Clinic before and after the 
advent of the sulfonamide compounds. The treatment and results in cases 
of subacute bacterial endocarditis due to penicillin-sensitive streptococci 
and to enterococci have been described by Geraci and one of us (Martin).* ‘ 
Experiences in the treatment of 137 patients with bacteremia due to gram- 
negative bacilli at the clinic in a 15-year period also have been reported.‘ 
Because of the continued interest of our group in such infections, it was 
thought pertinent to review our experiences with streptococcal bacteremia 
without evidence of endocarditis. 

It is the purpose of this paper to present 34 cases of streptococcal bac- 
teremia without endocarditis encountered at the Mayo Clinic during the 15- 
year period, January 1, 1940, through December 31, 1954. We included 
only cases in which the clinical picture was unequivocally consistent with 
the diagnosis of bacteremia and in which two or more positive blood cultures 
were obtained. No cases in which there was clinical or anatomic evidence 
of valvular disease were included. Victims of so-called transient bacteremia, 
such as one encounters in patients who have just undergone dental instru- 
mentation and in whom bacterial invasion of the blood stream is fleeting, 
were not included. 

The bacteriologic studies in connection with these cases were carried 
out in the Section of Bacteriology. 


CAUSATIVE ORGANISMS 


Streptococcus pyogenes was the offending agent in 15 cases, S. mitis in 
eight, and S. faecalis in 11. In six of the last patients, other organisms 
were found along with the S. faecalis. In five cases these other organisms 
were gram-negative bacilli, and in one, Micrococcus pyogenes. The gram- 
negative bacilli were Escherichia coli in two cases and Proteus vulgaris in 
three. 
* Received for publication April 27, 1956. 
From the Mayo Clinic and the Mayo Foundation, Rochester, Minnesota. 

+ The Mayo Foundation, Rochester, Minnesota, is a part of the Graduate School of the 
University of Minnesota. 


Requests for reprints should be addressed to the Section of Publications, Mayo Clinic, 
Rochester, Minnesota. 
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AGE AND SEX 


The ages of the patients ranged from two days to 80 years (table 1). 
Although no age group was immune, the age groups from 40 through 79 
years were represented by the largest number of patients. The age groups 
20 through 39 years were least represented. 

Twenty-two of the patients were males and 12 were females. 


TABLE 1 
Age and Sex of Patients and Causative Organisms 


Age, years 


Streptococci 
50-59 


S. pyogenes 


1 


S. mitis 


S. faecalis 


S. faecalis and associated or- 
ganisms 


Total 


UNDERLYING ILLNESS OR PRECEDING SURGICAL PROCEDURE 


The underlying illness or preceding operation, or both, of each patient 
are given in tables 2 and 3. In 10 of the 15 patients with bacteremia due 
to S. pyogenes there were evidences of suppurative conditions elsewhere in 
the body. It is difficult to state with exactitude in each case whether the 
suppurative conditions precipitated or complicated the bacteremia. Of the 
15 patients, two who had pyelonephritis had undergone urologic manipula- 
tion. Of the remaining patients, two had otitis media with mastoiditis, 
two had streptococcal pharyngitis, two had osteomyelitis (one of whom 
also had diabetes mellitus), one had erysipelas, one cirrhosis, one pneumonia 
with a bronchopulmonary fistula, and one acute porphyria. In three pa- 
tients no underlying illness was recognized. 

Suppurative polyarthritis was noted in two cases of bacteremia due 
to S. pyogenes (one patient also had suppurative ophthalmitis), mycotic 
aneurysm in one and acute hemorrhagic nephritis in two; these appeared 
to be definite complications of the bacteremia. Such complications were 
noted only in the patients whose bacteremia was due to S. pyogenes. 

Of the eight patients whose bacteremia was due to S. mitis, two had 
undergone surgical procedures. One had had a mastectomy and the other 
a transurethral resection. Two of the eight patients had diabetes. One 
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TABLE 2 


Underlying Illness Preceding Bacteremia, Exclusive of Those 
Considered to Be Complications 


S. faecalis 


S. pyogenes 
With other 


Alone organisms 


Otitis media and mastoiditis 
Pharyngitis 

Osteomyelitis 

Erysipelas 

Diabetes 

Pneumonia 

Porphyria 

Cirrhosis 

Pyelonephritis 

Omphalitis and peritonitis 
Pyelophlebitis and peritonitis 
Acute nonspecific gastroenteritis 
Carcinoma of colon 

Biliary stricture 

None detected 


Total 


* 


* Also had osteomyelitis. 


of these was the patient who had undergone transurethral resection. One 
infant had omphalitis and peritonitis. Another patient had pyelophlebitis 
and peritonitis. Three patients having bacteremia due to S. mitis had had 


preceding sore throats. 

Ten of the 11 patients whose bacteremia was due to S. faecalis, either 
alone or associated with other organisms, stand in sharp contrast to the 
remaining patients of the series in that the apparent portals of entry were 
gastrointestinal or genitourinary. This finding is reminiscent of the data 
that we have accumulated on bacteremias owing to gram-negative organ- 
isms.° Of the six patients whose infection may have arisen via the geni- 


TABLE 3 
Operation Preceding Bacteremia 


S. faecalis 


Operation S. pyogenes 
With other 
organisms 


Transurethral resection 1 
Cystoscopy 2 
Gastric resection 1 
Mastectomy 
Dental extraction 
Hysterectomy 
None performed 


Total 


Illness 
4 
4 
2 
4 
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tourinary tract, five had undergone transurethral resection or manipulation, 
and one had had a penetrating hydatid mole necessitating hysterectomy. Of 
the four patients whose gastrointestinal tracts appeared to be a likely portal 
of entry, one each had had acute gastroenteritis, biliary stricture, gastric 
resection and carcinoma of the colon. The remaining patient in this group 
had recently undergone dental extraction. 


CLINICAL AND LABORATORY FINDINGS 


Some of the more important clinical and laboratory findings in the 
cases of bacteremia are recorded in table 4. Fever was noted in all patients 
except two who were in shock. One was the infant two days old who had 
omphalitis and peritonitis and a subnormal temperature. The second 
patient was in shock, ostensibly as a consequence of generalized peritonitis; 
necropsy disclosed gangrenous appendicitis and suppurative pyelophlebitis. 


TABLE 4 


Selected Clinical and Laboratory Findings 
Findings Cases 

Fever (more than 100.3° F.) 32 
Chills 26 
Disturbances of sensorium 6 
Profuse sweating 3 
Severe headache 2 
Shock 2 
Lymphadenopathy 6 
Meningismus 

25 

24 

23 

19 


Splenomegaly 
nemia* 
Leukocytosist 
Albuminuria 
Hematuria (microscopic) 


* Less than 12 gm. of hemoglobin in males; less than 11 gm. of hemoglobin in females. 
t More than 10,000 per cubic millimeter. 


Temperatures ranged from 100.3° to 107° F. and were usually of a spiking 
nature. Chills were described by 26 patients. All patients showed some 
degree of malaise. Vomiting and stupor occurred in some cases. The 
pulse rate was usually elevated in proportion to the fever. In an occasional 
case of bacteremia a soft systolic precordial murmur was heard initially, 
raising the question of endocarditis. No case was retained in the series 
wherein the question of endocarditis persisted. 

Twenty-five patients were considered to be anemic. Leukocytosis was 
present in 24 cases; in one patient who had recently received roentgen 
therapy the leukocyte counts were less than 5,000 cells per cubic millimeter. 
The sedimentation rate (Westergren method) was in excess of 30 mm. 
in one hour in 14 of the 15 cases in which it was determined. Abnormalities 
found on urinalyses in some instances undoubtedly reflected an underlying 
urologic disease rather than a nephrotoxic effect of the bacteremia. 
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TREATMENT AND RESULTS 


All 15 patients who had bacteremia due to S. pyogenes received treat- 
ment. For the eight who were treated prior to 1945, supportive measures, 
surgical attention, when required, and sulfonamides were employed. Four 
of these eight patients died and four recovered. Of those who recovered, 
two were children with otitis media and mastoiditis. Of the two adults 
who recovered, the one with erysipelas of the face received sulfonamides and 
roentgen therapy, and the other with bronchopulmonary fistula and empyema 
following pneumonia received sulfonamides and underwent surgical drainage. 
Of the four in this group who died prior to 1945, one had cirrhosis of the 
liver, one bilateral pyelonephritis, one fulminating suppurative polyarthritis, 
and one diabetes mellitus with osteomyelitis of the vertebrae. 

Of the patients with bacteremia due to S. pyogenes seen after penicillin 
became generally available, four recovered and three died. Two of the 
latter were treated in 1945 with what we would consider, retrospectively, 
suboptimal doses of penicillin. The third death occurred in the patient 
with a fulminating and severe infection which was complicated by such 
phenomena as suppurative polyarthritis and panophthalmitis. 

Of the eight patients whose bacteremia was due to S. mitis, two were 
treated with sulfonamides in the pre-penicillin era; one of these recovered 
and the other died. Only one of the six patients with this condition en- 
countered after 1945 died. This patient was the infant with omphalitis 
and peritonitis who had received a solitary dose of a tetracycline compound 
by the intramuscular route just before death; the other five patients received 
penicillin. 

All patients with bacteremia due to S. faecalis alone were seen after 1945. 
Four patients received penicillin and recovered; the fifth patient was dis- 
missed from the hospital after cultures of the blood became negative, but 
death occurred 10 days later at home. This fifth patient was 80 years old 
and a victim of carcinoma of the prostate. He had received one of the 
tetracycline group of compounds, which members of our group do not now 
consider the treatment of choice. Two patients with bacteremia due to S. 
faecalis associated with other organisms were treated with sulfonamides 
prior to 1945, and both died. Of the four patients with this combination of 
conditions treated with penicillin and other antibiotics after 1945, one 
patient died. He had a large subdiaphragmatic abscess following gastric 
resection for carcinoma. 

We have pointed out in the past that bacteremias due to proteus are not 
benign. Two of the three patients in this group who died had bacteremia 
due to S. faecalis in association with proteus. The patient whose bacteremia 
was due to S. faecalis in association with M. pyogenes also died, but the two 
patients with bacteremia due to £. coli in addition to the S. faecalis recovered. 

Study of the associated conditions in the 13 fatal cases indicates that 
the deaths were in patients with serious associated conditions, and in many 
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instances the associated condition itself was incurable and responsible for 
the death (table 5). 
CoMMENT 


Rosenow and Brown," in their review of cases of bacteremia covering 
a three-year period, found the bacteremia in 61 of 144 cases to be due to 
hemolytic streptococci. We have encountered only 34 patients with bac- 
teremia due to all types of streptococci. Therefore, the incidence of strep- 
tococcal bacteremia encountered at this clinic apparently has decreased from 
more than 20 cases annually to slightly more than two since the advent of 
chemotherapy and antibiotics. 

The mechanism involved in the decreased incidence of streptococcal 
bacteremia may concern the action of antibacterial agents in eliminating 
the infectious precipitants of that condition. Employment of the agents for 
patients with such conditions as otitis media and streptococcal pharyngitis, 
as well as their judicious administration for patients who have recently 


TABLE 5 
Conditions Associated With Fatal Bacteremia 
Organism Deaths Associated Conditions 


S. pyogenes 7 Bilateral pyelonephritis, 2 cases; suppurative polyarthritis, 
2 cases; cirrhosis, mycotic aneurysm, abdominal aorta, acute 
porphyria, and diabetes mellitus with osteomyelitis of spinal 
column 


S. mitis Suppurative pyelophlebitis and peritonitis following gan- 
grenous appendicitis, 1 case; omphalitis and peritonitis, 1 case 


S. faecalis only Carcinoma of prostate 


With other organisms Carcinoma of colon, 1 case; carcinoma of urinary bladder, 
1 case; postgastrectomy subdiaphragmatic abscess, 1 case 


undergone surgical treatment and who have streptococcal infections, appears 
to hinder the bacteria from invading the blood stream. 

The previous studies by Geraci and one of us (Martin) disclosed 21 
patients suffering from subacute bacterial endocarditis due to S. mitis given 
antibiotic therapy at the clinic in 25 months from January, 1951, through 
January, 1953,° and 33 patients with enterococcal endocarditis seen from 
January, 1944, through December, 1953.* It is obvious, then, that today 
streptococcal endocarditis is encountered considerably more frequently at 
this clinic than is streptococcal bacteremia without endocarditis. 

Of 137 patients with bacteremia due to gram-negative bacteria studied 
previously,° 14 had diabetes mellitus and four had severe liver disease. In 
the present series of 34 patients, three had diabetes and one had cirrhosis. 
Because recent dental extraction may be important in the genesis of strep- 
tococcal endocarditis, attention is called to the two patients in our series 
who had recently had teeth pulled. It has been suggested that the stress 
of surgical operations, with resultant phenomena including the probable 
release of large amounts of adrenal steroids, may increase the patient’s sus- 
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ceptibility to such complications as bacteremia. In our series, 15 of the 
34 patients had had surgical procedures, including urologic manipulations. 
Of the 34 patients treated in this series, 13 died; however, all had 
serious associated illnesses. Furthermore, the majority of deaths occurred 
among those patients who had received only sulfonamides. The mortality 
rate was more acceptable after the advent of penicillin. ‘Twelve patients 
received sulfonamides and seven died. Twenty patients received penicillin 
and five died; of the five, two patients were treated before 1946 and re- 
ceived inadequate amounts of penicillin, and three had serious underlying 
diseases, which probably made recovery virtually impossible. Two patients 
who died had received one of the tetracycline group of compounds; the 
amount of the agent that one of these patients received was inadequate. 


PRESENT METHODS OF TREATMENT 


In treating bacteremias due to S. pyogenes, we have found that 1,000,000 
units of procaine penicillin G given intramuscularly every 12 hours produces 
satisfactory results. We are attempting at present to utilize the probable 
synergistic effect of combined treatment with a penicillin compound and a 
streptomycin compound in bacteremia due to S. mitis and S. faecalis. In 
the studies on streptococcal endocarditis ** it was apparent that combina- 
tions of penicillin and streptomycin often have increased bactericidal effects 
when compared to penicillin alone.” * In attempting to combat bacteremia 
due to S. mitis, we have found that 1 gm. of streptomycin and 1,000,000 
units of procaine penicillin G given intramuscularly every 12 hours yield 
satisfactory results. In such treatment, dihydrostreptomycin may be sub- 
stituted for streptomycin, or equal parts of each may be used. 

Since most strains of S. faecalis are more resistant to penicillin than are 
the other strains of streptococci, we use at least 6,000,000 units of penicillin 
G intramuscularly or intravenously, together with 2 gm. of streptomycin 
daily, when attempting to eradicate that organism. 

When the individual patient requires more than 6,000,000 units of peni- 
cillin daily, we usually resort to continuous drip through a polyethylene 
catheter inserted into a vein in the arm. In such cases we are in the habit 
of dividing the total daily dose of aqueous crystalline penicillin G into equal 
parts, and placing half of the amount in a liter of saline solution and the 
other half in a liter of 5% glucose in distilled water. To each liter of 
solution we also add 25 mg. of heparin in an attempt to decrease the in- 
cidence of chemical phlebitis. The apparatus for administering the solu- 
tions can usually be adjusted so that 24 hours are consumed in giving the 

If doubt arises as to the merit of the regimen being used in an individual 
case of enterococcal bacteremia the so-called serum bactericidal test may 
be used. In this test the patient’s serum containing the given antibiotics 
is pitted against the organism isolated from the patient’s blood stream. 
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If the patient’s serum under these circumstances, when diluted 1 to 4, does 
not produce a bactericidal effect on the organism, we increase the dose of 
penicillin until such an effect is produced. 

Treatment is continued until three successive negative blood cultures 
have been obtained, and the patient remains afebrile for at least five days. 
There is little danger of toxic effects from the use of streptomycin in the 
amount mentioned in the presence of normal renal function if treatment 
does not exceed two weeks. 

If the bacteremias due to S. faecalis are associated with gram-negative 
organisms, we initiate antibiotic therapy empirically with one of the tetra- 
cycline group of compounds in addition to penicillin and streptomycin, on 
receipt of report of the blood cultures. If in vitro inhibition tests later 
indicate that the choice of treatment is a poor one, one can reévaluate the 
program. However, if the patient appears to be improving on a given, 
regimen, we do not alter it merely because the so-called sensitivity tests 
would indicate selection of another agent. 

We are currently investigating the feasibility of giving penicillin V* by 
the oral route, in place of penicillin G given intramuscularly, to patients 
with bacteremia due to organisms highly sensitive to penicillin, such as S. 
pyogenes and S. mitis. Tentatively at least, we give double the usual 
amount of the agent when relying on penicillin V and administer it in four 
equally divided doses throughout the day. 


SUMMARY 


Thirty-four cases of streptococcal bacteremia without endocarditis en- 
countered at the Mayo Clinic over a 15-year period have been reviewed. 
In this series S. pyogenes was the most common streptococcal organism to 
invade the blood stream. The frequency of streptococcal bacteremia has 
decreased and the prognosis is good for patients with streptococcal bac- 
teremia without serious underlying disease if adequate amounts of penicillin 
alone, or penicillin in combination with streptomycin, are given. 


SUMMARIO IN INTERLINGUA 


Esseva revidite 34 casos de bacteremia streptococcal sin endocarditis incontrate 
al Clinica Mayo in le curso de un periodo de 15 annos. 

Streptococcus pyogenes esseva le agente responsabile in 15 casos, Str. mitis in octo, 
Str. faecalis in 11. In sex del patientes de iste ultime gruppo, altere organismos 
esseva trovate insimul con Str. faecalis. In cinque casos iste altere organismos esseva 
bacillos Gram-negative; in un caso illos esseva Micrococcus pyogenes. Le bacillos 
Gram-negative esseva Escherichia coli in duo casos e Proteus vulgaris in tres. 

Le morbo subjacente e su complicationes in iste 34 casos septicemic es presentate, 
e le moderne routine de tractamento es discutite. 

Le frequentia de bacteremia streptococcal ha decrescite. Le prognose pro pa- 
tientes con bacteremia streptococcal sin serie morbos subjacente es bon si adequate 
quantitates de penicillina sol o de penicillina in combination con streptomycina es 
administrate. 
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KLEBSIELLA IN RESPIRATORY DISEASE * 


By Wess, M.D., Georce M. D.Sc., ALFRED 
Spivack, M.D., Jay NapeLt, M.D., Harotp L. Kayser, M.D., 
SATHAVARA, M.D., and Harrison F. Fiipprn, M.D., 
F.A.C.P., Philadelphia, Pennsylvania 


INTRODUCTION 


DurinG the last quarter of a century, considerable investigation has 
revealed the necessity for revising the classification of tribes of bacteria 
belonging to the family Enterobacteriaceae. Falling into this category is 
the tribe Escherichiae which, in Bergey’s Manual,’ consists of three genera: 
Escherichia, Aerobacter and Klebsiella. Among clinicians, it is a common 
impression that Klebsiella pneumoniae and Aerobacter aerogenes are two 
distinct and separate organisms, the former being associated with respira- 
tory infections, the latter with abdominal and urinary infections. This 
impression is no longer tenable. . Extensive studies by Kauffmann,’ in 
Scandinavia, and Edwards,*® in this country, have indicated the lack of 
unequivocal morphologic, biochemical and serologic criteria which could 
serve to distinguish Klebsiella from Aerobacter. Consequently, it has been 
recommended that both organisms be included in a single genus which, 
from the standpoint of priority, should be called Klebsiella, and that indi- 
vidual strains within the group, distinguishable by differences in capsular 
antigens, be differentiated through the use of Arabic numerals. This 
recommendation was adopted in our laboratory in 1952, and since then we 
have been attempting to reévaluate the clinical significance of Klebsiella in 
the light of this newer microbiologic information. 

To the best of our present knowledge, 77 capsular types of Klebsiella 
have been described to date. It is obvious that an evaluation of the clinical 
significance of various Klebsiella types is needed. Edwards and Fife * have 
recently reported the source of 626 Klebsiella strains according to type. 
Although the strains most commonly isolated from the respiratory tract 
are types 1, 2 and 4, whereas the strains most commonly isolated from the 
urinary tract are types 7 and 19, in this country any type may occur in any 
clinical situation. 

The classic concept of Friedlander’s pneumonia includes the idea that 
the vast majority of cases are due.to Klebsiella type 1 (type A of Julianelle). 
With the new classification of this organism, we have found that type 1 

* Received for publication April 17, 1956. 

From the Departments of Medicine and Chronic Diseases of the Chest, and the Division 
of Bacteriology and Serology, Philadelphia General Hospital, and the Section of Infectious 
Diseases, University of Pennsylvania Schools of Medicine, Philadelphia, Pennsylvania. 


Requests for reprints should be addressed to Harrison F. Flippin, M.D., Lankenau 
Medical Building, Lancaster Avenue and City Line, Philadelphia 31, Pa. 
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is rather uncommon in the respiratory tract, and we sometimes see cases 
of destructive pneumonia associated with Klebsiella strains of higher types. 
These have occurred often enough to stimulate our interest in the relation- 
ship between various types of Klebsiella and various forms of pulmonary 
disease. 

In 1952 and 1953 a comprehensive study of pneumonia at the Phila- 
delphia General Hospital during a six month period revealed 24 patients who 
had pulmonary disease and Klebsiella in their sputum.° This number 
occurred among 283 patients admitted with a diagnosis of pneumonia, and 
seemed to constitute an unusual prevalence for Klebsiella infections. Analy- 
sis of this group of cases revealed similarities to those included in various 
reports in the literature in the following respects: tendencies to chronicity 
of disease with delayed resolution, residual cavitation and fibrosis, leuko- 
penia, and a predilection for middle-aged white males. The clinical picture 
was quite variable, but some cases typical of classic Friedlander’s pneumonia 
were associated with Klebsiella of types other than 1 and 2 (A and B of 
Julianelle). We therefore felt that most, if not all, of the cases included 
were examples of Klebsiella infection of the lungs, despite the fact that 
several patients appeared to have rather unimpressive patches of pneumonitis 
associated with pulmonary fibrosis and emphysema, two had tuberculosis, 
and one a bronchogenic carcinoma. During that six month study there 
were also two additional patients who yielded Klebsiella in the sputum, one 
with merely acute pulmonary congestion due to left ventricular failure, and 
the other with no evidence of respiratory disease. 

Since that time a broader experience has led us to believe that the 
clinical significance of a Klebsiella serotype in the sputum may not always 
be immediately apparent. We have therefore been interested in surveying 
the conditions under which various Klebsiella serotypes appear in the res- 
piratory secretions. The following is a preliminary report of our investi- 
gations into the rdle of Klebsiella in the respiratory tract. 


METHOD AND MATERIAL 


A. Sources of Cultures: The Klebsiella strains were isolated from clini- 
cal specimens of sputum and bronchial secretions. 

B. Identification of Klebsiella: Criteria for designating an organism as a 
Klebsiella strain were as follows: a gram-negative, nonmotile, aerobic bacil- 
lus which fermented lactose, adonitol and inositol and gave positive Voges- 
Proskauer, citrate utilization and urease reactions and, in addition, was 
indole- and methyl red-negative. Organisms with this biochemical pattern 
were then subjected to slide agglutination tests with type-specific capsular 
antisera prepared for types 1 to 10, inclusive. If the organism was acap- 
sular, it was subcultured on media designed to promote the formation of 
capsules and mucus.”® Strains which failed to agglutinate with available 
sera were simply recorded as Klebsiella species. 
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C. Antibiotic Susceptibility Tests: A disc procedure was used, as de- 
scribed previously by our group.* Antibiotics tested included streptomycin, 
chloramphenicol and tetracycline. 

D. Clinicobacteriologic Correlation: The prevalence of this organism in 
the respiratory secretions in various categories of individual was determined 
during the months from November, 1955, to January, 1956. Comparison 
was made between a group of 147 patients with all kinds of respiratory 
disease and people without respiratory disease. The latter group consisted 
of 200 employees and 97 patients scattered throughout the hospital. These 
individuals were selected so that there was no clinical evidence of respiratory 
disease, and a chest roentgenogram or photofluorogram was negative. 
Throat cultures were substituted for cultures of sputum or bronchial secre- 
tions in these individuals. 


TABLE 1 
Nosocomial Prevalence of Klebsiella in the Respiratory Tract 


Number Per Cent with 


Category Wearsined Source Klebsiella 


Employees 200 Pharynx 2.0 


Patients without respiratory disease 97 Pharynx 8.2 
Patients with tuberculosis 72 Sputum 8.3 
Patients with bronchogenic carcinoma 70 Sputum 11.4 
All patients with respiratory disease 147 Sputum 13.7 
Patients with respiratory disease on the 

medical wards 99 Sputum ye | 


For data on correlations in patients with respiratory disease, hospital 
records were reviewed and, whenever possible, patients and their roent- 
genograms were examined. 


RESULTS 


The results of this investigation are presented in tables 1 to 5. Table 1 
presents the prevalence of Klebsiella organisms: 2% in employees, 8.2% 
in patients without respiratory disease, 13.7% in patients with respiratory 
disease, and 23.2% in patients with respiratory disease on the medical wards. 
The difference between the prevalence for employees and the prevalence 
in patients without respiratory disease is statistically highly significant 
(t = 3.32). Also, the difference between the prevalence for patients with- 
out respiratory disease and the prevalence for patients with respiratory 
disease on the medical wards is statistically highly significant (t = 2.94). 
By reviewing the records of patients with tuberculosis and those with 
bronchogenic carcinoma, we were able to find a number who had had sputum 
cultures over a period of several years, and the prevalence in these was of 
the same order of magnitude as the prevalence for patients without res- 
piratory disease: 8.3% of 72 patients with tuberculosis, and 11.4% of 70 
patients with bronchogenic carcinoma. 
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TABLE 2 


Distribution of Types Among 188 Respiratory 
Klebsiella Strains 


Type Per Cent 


1 3.2 
2 8.0 
3 0.0 
4 
5 0.0 
6 0.0 
7 3.2 
8 3.2 
9 2.2 
10 0.0 
Species 77.5 


Table 2 shows the distribution of Klebsiella strains according to capsular 
type among 188 consecutive respiratory isolations during a 30 month 
period. Only 22.5% of these strains could be typed with sera for types 1 
to 10. The most common of these was type 2, which made up 8% of the 
total. Types 1, 4, 7, 8 and 9 each constituted approximately 2 or 3% of 
the total. In this particular series there were no examples of types 3, 5, 6 
or 10, but 3 and 6 have been isolated on rare occasions at other times during 
the past four years. Types 1, 2 and 4 represent 13.9% of the total, so that 
obviously these classic respiratory strains are a small minority of all strains 
encountered today with the present system of bacterial classification. 

In table 3 there is a comparison of the prevalence of various forms of 
respiratory disease according to the capsular type of Klebsiella isolated. 
Thirty-nine cases with types 1, 2 and 4 were compared to 50 cases with 
higher types of Klebsiella isolated from sputum or bronchial secretions. 
There are two significant differences between these two groups of patients: 
(1) Destructive lung disease (abscess and atelectasis) was more than three 
times as common when the organism was among the lower types than when 
it was among the higher types. (2) There were no examples of patients 
without respiratory disease among cases with types 1, 2 and 4, whereas 
12% of the cases with higher types of Klebsiella had no evidence of res- 
piratory disease. (This finding is consistent with the fact that our survey 
of throat cultures in 200 employees and 97 patients without respiratory 


TABLE 3 


Types of Pulmonary Disease Associated with Klebsiella 
of Low and High Capsular Types 


39 Cases with 50 Cases with 
Types 1, 2, and 4 Higher Types 
Category Per Cent Per Cent 
Pneumonia 31 52 
Destructive 33.3 10 
Lung abscess 23 10 
Atelectasis 10.3 0 
Tuberculosis 13.2 12 
Miscellaneous 22.5 14 
No respiratory disease 0 
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disease revealed only Klebsiella of the higher types.) Pneumonia was 
common in both groups, but less common among patients with types 1, 2 
and 4, because of the larger number of cases with destructive lung disease. 
Tuberculosis occurred equally in both groups. Miscellaneous diseases 
among cases with the lower types included one patient with asthma, four 
with pulmonary fibrosis, one with bronchogenic carcinoma, and three with 
pulmonary congestion. In the other group, miscellaneous cases included 
two patients with acute bronchitis, one with asthma, one with pulmonary 
infarct, one with a “coin” lesion and two with pulmonary fibrosis. 

Table 4 compares the susceptibilities of these organisms as a whole with 
the susceptibilities of types 1, 2 and 4 with respect to chloramphenicol, 
streptomycin and tetracycline. Antibiotic patterns of susceptibility are also 
included. There are no significant differences between organisms of all 
types and organisms of the lower types. However, susceptibility to 
chloramphenicol is similar to susceptibility to streptomycin, whereas sus- 
ceptibility to tetracycline is significantly lower. Therefore, chloramphenicol 


TABLE 4 
Susceptibilities of Respiratory Klebsiella Strains 


Per Cent Susceptible 
188 Strains of 26 Strains of 
Antibiotic All T: Types 1, 2 and 4 


Chloramphenicol 

Streptomycin 

Tetracycline 
Antibiotic Pattern 


3 drugs 
2 drugs 
1 drug 

None 


or streptomycin would appear to be the drug of choice when susceptibilities 
are unknown. 

Further analysis of the antibiotic patterns reveals that, of 47 strains 
susceptible to only two antibiotics, 22 were susceptible to both streptomycin 
and chloramphenicol, 12 were susceptible to chloramphenicol and tetra- 
cycline, and nine were susceptible to streptomycin and tetracycline. Of 32 
strains which were susceptible to only one antibiotic, 22 were susceptible 
to chloramphenicol, 13 were susceptible to streptomycin, and only two 
were susceptible to tetracycline. Of the entire series of 188 strains, 175, 
or 93%, were susceptible to either streptomycin or chloramphenicol or both 
antibiotics. Therefore, the in vitro data would suggest that the combina- 
tion of streptomycin and chloramphenicol might more often be effective 
than either drug alone when the susceptibilities. of the Klebsiella are not 
known. As yet, we have not accumulated data to support this. 

Since many patients with respiratory infections are treated with peni- 
cillin without benefit of a pretreatment sputum culture, it has been difficult 
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81 73 
74 85 
63 65 
52 54 
25 25 
17 9 
: 6 12 
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to accumulate a large series of cases in which the exact relationship of 
Klebsiella strains of various types to antimicrobial therapy can be pinpointed. 
Our experience suggests that in those patients who have the usual Gram- 
positive bacterial flora in sputum prior to therapy, the emergence of Kleb- 
siella strains during or after penicillin therapy may be limited to the higher 
types. Table 5 presents some evidence in favor of this impression. 

In 43 cases with Klebsiella in the sputum, serial culture results were 
available prior to and during therapy with various antibiotics. Fourteen 
patients showed Klebsiella types 1, 2 or 4, and 29 patients showed Klebsiella 
of higher types. The number of cases treated with penicillin and the number 
treated with streptomycin or a broad spectrum antibiotic are indicated in 
each group, together with the number of patients who presented a Klebsiella 
prior to therapy, the number of these whose Klebsiella was abolished by 
therapy, and the number of patients in whom Klebsiella emerged for the 
first time during therapy. Overlap is due to multiple therapies in some 


TABLE 5 


Relation of Klebsiella to Antimicrobial Therapy 
According to Capsular Type 


Number Number Number 


i Number Number | ,,With - with in whom 
Klebsiella Type vod Therapy Klebsiella | Klebsiella | Klebsiella 
ee Treated Prior to Abolished | Emer 


Therapy |by Therapyjon Therapy 


1,2 and 4 Penicillin 4 4 0 0 
Streptomycin or broad 

spectrums 10 9 8 1 

Higher types 29 Penicillin 22 6 0 16 
Streptomycin or broad 

spectrums 13 7 6 6 


patients. From the figures presented, it is apparent that when Klebsiella 
types 1, 2 and 4 were isolated, they were usually present prior to therapy, 
whereas many Klebsiellae of higher types emerged for the first time during 
penicillin therapy or during the administration of another drug to which 
the organism was resistant. Further, penicillin does not eliminate Kleb- 
siella from the respiratory secretions, and this would be expected from the 
fact that these organisms are known to be resistant to penicillin. However, 
streptomycin or broad spectrum antibiotics usually cause the Klebsiella to 
disappear. 

Two patients with Klebsiella of the higher types had no acute respiratory 
disease and received no antimicrobial therapy, and the Klebsiella appeared 
some time after admission, having been absent in the initial sputum culture. 
It is probable that these two cases represent instances of nosocomial spread 
of the organism from either employees or other patients. 

There were seven patients whose Klebsiella emerged for the first time 
during therapy with streptomycin or broad spectrum antibiotics. Six of 
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these organisms were of the higher capsular types. Susceptibilities were 
tested in six, and three were resistant to the antibiotic used. Two strains 
emerged during therapy with an antibiotic to which they were susceptible, 
but treatment included concurrent administration of another antibiotic to 
which Klebsiella is presumed to be resistant: penicillin in one case and 
Nystatin in the other. The significance of this observation is not entirely 
obvious unless the administration of a drug to which the organism is 
resistant diminishes the efficacy of a simultaneously administered inhibitory 
antibiotic. 

We wish to emphasize the fact that a total of 19 of the 29 Klebsiella 
strains of higher capsular types emerged during therapy with antibiotics 
to which the organism was resistant. This usually did not occur when the 
organism was type 1, 2 or 4, but the number is too small to warrant a 
conclusion. 

DISCUSSION 


1. Bacteriology of Klebsiella: The historical taxonomic differentiation 
between Klebsiella pneumoniae and Aerobacter aerogenes has no real 
foundation in fact. Hay’ suggested that when in 1882 the Friedlander’s 
bacillus was isolated from patients with pneumonia, it was studied primarily 
from the morphologic standpoint. On the other hand, Escherich, who first 
described A. aerogenes in 1886, emphasized its close similarity to E. coli. 
However, more recent investigations point to the fact that, while A. aero- 
genes is related in some respects to certain strains of E. coli, it is more closely 
related biochemically and serologically to the classic Friedlander’s bacillus. 

On the basis of existing criteria in Bergey’s Manual,’ the practical routine 
differentiation of K. pneumoniae from many strains of A. aerogenes is 
impossible. The only differentiating characteristic given for these two 
organisms is motility, the former being described as nonmotile and the latter 
as either motile or nonmotile. As early as 1905, MacConkey * reviewed 
the literature on B. lactis-aerogenes of Escherich and concluded that this 
organism had always been considered nonmotile. The excellent statistical 
study by Levine ® in 1918 also showed A. aerogenes to be nonmotile. Thus, 
on historical grounds, A. aerogenes should be limited to nonmotile forms. 
In 1929 Edwards* reported the morphologic and biochemical similarity 
between the Friedlander bacillus and cultures which, on the basis of criteria 
existing at that time, were classified as A. aerogenes. This similarity was 
so close that, in his opinion, there was no basis for generic differentiation 
between the two organisms. Other investigators **%****’*** have sub- 
sequently confirmed his findings. Julianelle’s** view that K. pneumoniae 
and A. aerogenes could be distinguished by their somatic antigens is now 
untenable in the light of studies by Kauffmann,’ Orskov,’* and Edwards 
and Fife.*’ Therefore, inclusion of these two organisms into a single genus 
has been advocated, with the additional recommendation that the genus be 
assigned the name Klebsiella on the grounds of priority.” ** "° 
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This recommendation was adopted in our laboratory, so that the term 
“Klebsiella infection,” as used herein, is to be interpreted as referring to 
infection by Klebsiella organisms as defined by Kauffmann,** regardless of 
the anatomic site from which they may be isolated. Thus, the Klebsiella 
group comprised a large group of serologically related Gram-negative, non- 
sporing and nonmotile rods which usually possess capsules, form mucus, 
and usually exhibit the biochemical pattern presented under “Method.” 
Although these criteria permit the broad identification of organisms as 
members of the group Klebsiella, much confusion will be avoided if it is 
remembered that the classification of bacteria into sharply delineated divi- 
sions is dictated by practical necessity. In reality, such divisions are wholly 
artificial: variations in biochemical pattern occasionally occur, and therefore 
not all cultures encountered will fall neatly into one or another of these 
divisions. 

Kauffmann * has pointed out that Klebsiella may occur in acapsular as 
well as capsular forms, with or without the formation of mucus. Colony 
selection and culture on special media permit the isolation of these various 
forms. From a practical standpoint, the differentiation of members of the 
Klebsiella genus is accomplished by the identification of capsular serotypes. 
According to Edwards and Fife,’’ the serologic specificity of Klebsiella 
capsules was first pointed out by Toennissen in 1912. Julianelle demon- 
strated types A, B and C in 1926. Types D, E and F were described by 
Goslings and Snijders in 1936. A large number of additional capsular 
types have been demonstrated in recent years, a number far in excess of the 
letters in the alphabet. Therefore, capsular types are now designated by 
Arabic numerals, so that the classic types A to F are known as types 1 to 6. 
The number of types now totals 77. Recent investigations ** indicate 
antigenic interrelationships between several Klebsiella types and some 
Escherichia. Because of this and the rapid increase in capsular types of 
Klebsiella, Henriksen *° has objected to the adoption of a serologic typing 
schema for Klebsiella as a routine procedure in the present state of knowl- 
edge. In our opinion, his arguments are without merit as contraindications 
for establishing a classification schema based on Klebsiella serotypes. Fur- 
ther studies will undoubtedly clarify the situation. 

With the recent great increase in recognizable capsular types, the identi- 
fication of Klebsiella by serotype becomes a problem of some magnitude 
for the laboratory. “Each laboratory must decide for itself how much 
effort it wishes to expend in typing these organisms. At the Philadelphia 
General Hospital, current facilities permit only types 1 to 10 to be identified. 
Those strains for which specific capsular sera are lacking are designated 
Klebsiella species, pending more definitive identification by a reference 
laboratory equipped for this purpose.* 

* The Communicable Disease Center, U. S. Public Health Service, Chamblee, Georgia. 


We wish to acknowledge the invaluable aid and advice given us by Dr. P. R. Edwards, 
as to both preparation of typing sera and typing of cultures. 
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2. The Carrier State: It is difficult to draw comparisons with much of 
the older literature because of changing bacteriologic concepts. According 
to Obrinsky et al.,** Klebsiella occurs in the carrier state in less than 1% 
of patients without respiratory disease, but Hyde and Hyde * state that it 
has been found in the throats in over 5% of normal individuals. However, 
these authors do not define the organism to which these statements refer. 
The assignment of clinical significance to this organism in the respiratory 
tract must take this into consideration. It is of interest that in 1920 
Bloomfield ** was unable to implant Friedlander’s bacillus in the throats of 
normal individuals so as to produce a carrier state, or infection. On the 
other hand, he was able, repeatedly for months, to culture Friedlander’s 
bacillus from the throats of two subjects without respiratory disease. In 


J.M.,53¢ Klebsiella pneumonia 
Penicillin + Terramycin prior to admission (2:17:53 - 3:13°'53) 


CULTURE , KLEBSIELLA A 
SPUTUM - 


BRONCHIAL SECRETION NEG. 


CONSOLIDATION DEFINITE IMPROVEMENT 
SLIGHT IMPROVEMEN’ Ove Follow-up 

Negative 

except for 

fibrosis 

"18 20 8 21 
MAY JULY 


Fic. 1. Case of destructive pneumonia with Klebsiella type 1 (or A) in the sputum. 
Gradual clinical and roentgenographic (see figure 2) improvement occurred on therapy 
with ATC (1 gm. each of oxytetracycline, chlortetracycline and chloramphenicol daily in 
divided doses). 


conjunction with our findings in throat cultures of employees and patients 
without overt respiratory disease, these observations have two implications: 
First, in the presence of respiratory disease the isolation of Klebsiella may 
have no clinical significance at that particular time. Second, the pathogenic 
role of Klebsiella in the respiratory tract may depend to a great extent on 
the existence of appropriate conditions in the host so as to favor a state of 
infection and disease. To pursue this line of reasoning further, it is possible 
that, although at any given time a Klebsiella may be present in the res- 
piratory tract without producing overt disease, if the organisms persist a 
time may come when host resistance may break and the commensal state 
may erupt into full fledged disease. 

3. The Clinical Significance of Klebsiella Types: In the past, those clini- 
cal studies of Friedlander’s pneumonia which have included capsular typing 
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of the organism have emphasized the importance of Type 1 (or A, of 
Julianelle). (Case J. M., figures 1 and 2, is an example.) Various reports 
have implicated type 1 in from 73% to 100% of the cases.” In the light 
of recent work one wonders whether this is due to selection of cases accord- 
ing to the ability of the laboratory to type the organism. In view of 
our present improved knowledge of these bacteria, it is obvious that type 1 
is seldom isolated from the respiratory tract. If all instances of so-called 
Friedlander’s pneumonia were due to type 1, this entity would indeed be 
rare. The clinical hallmark of this disease is destructive pneumonia char- 
acterized by abscess formation, atelectasis, or both. At this institution, 
such disease has been encountered frequently in association with types 2 
and 4, as well as type 1 Klebsiella. Therefore, in view of the paucity of 
type 1 organisms, cases with any one of these three types have been included 
in a single group for comparison with cases associated with Klebsiella of 
higher types in the respiratory secretions. 


N.S.42CM 


DAYS 


Fic. 3. Case of destructive pneumonia with Klebsiella species and pneumococcus in the 
sputum on admission. No clinical response occurred to penicillin. When tetracycline was 
added on the tenth day, response was prompt. Because of the persistence of cavitation, 
a trial of chloramphenicol and, later, sulfadiazine with streptomycin was made (see figure 4). 


KLEBS. viR. 


PNEUMO| N. CAT. 


Our analysis indicates that Klebsiella may be found in all sorts of clinical 
conditions of the respiratory tract. However, we have rarely encountered 
types 1, 2 or 4 in individuals without any respiratory disease, whereas higher 
types are sometimes encountered in such persons. Sometimes the lower 
types are seen in individuals who have emphysema and chronic bronchitis 
or similar types of afebrile bronchopulmonary disease, including tuberculosis 
and carcinoma. Sometimes such persons have shown symptomatic im- 
provement on proper antibiotic therapy directed against the Klebsiella organ- 
ism. Such observations have been reported by Fulton and McKinlay * in 
a small number of cases. 

It is significant that one third of patients with Klebsiella of lower types 
have destructive lung disease. By comparison, such disease is uncommon 
in patients with Klebsiella of the higher types, but it does occur. (Case 
N. S., figures 3 and 4, is an example.) 
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On the basis of circumstantial evidence accrued to date, and of the 
studies of others such as Weinstein,”” *’ it seems that the appearance of many 
Klebsiella strains of higher types can be correlated with prior or concurrent 
therapy with narrow spectrum antimicrobial drugs, particularly penicillin. 
In most of these instances the respiratory infection responds to penicillin, 
and therefore it would appear that the Klebsiella organism has no special 
clinical significance at the time, but rather represents part of the residual 
antibiotic-resistant flora that remains after the susceptible organisms are 
abolished by therapy. This explains much of the high prevalence of Kleb- 
siella in the sputum of patients on the medical wards. However, occa- 
sionally we see superinfection with Klebsiella, and such an occurrence must 
be kept in mind when, after initial response to penicillin, the patient’s con- 


AS. 42 CF 


70 


PNEUMO. 
STR. VIR. 


| 


Fic. 5. Case of pneumonia due to pneumococcus, showing an initial clinical response 
during the first three days of penicillin therapy, followed by worsening, despite a change 
in therapy to chlortetracycline (CHLOR). The sputum then contained a Klebsiella species 
and enterococcus, the former being resistant to chlortetracycline. No response occurred 
on therapy with penicillin and streptomycin, but response was prompt after the addition 
of COC (same broad spectrum combination which was designated ATC in the case of 
J. M., figure 1). See figure 6 for roentgenograms. 


dition worsens and he responds again only when treatment is instituted with 
a drug to which the Klebsiella is susceptible. (Case A. S., figures 5 and 6, 
is an example.) 

At present, the evaluation of the rdle of a Klebsiella in a patient’s illness 
can be made often only in retrospect, and only if the case has been well 
studied from the onset of medical care. This is due to the fact that there 
is no specific test for Klebsiella disease. Consequently a state of confusion 
often exists during the management of the case, a state which is enhanced 
by the present-day tendencies to use shot-gun therapy in patients who do 
not show an immediate response to penicillin. Thus, many individuals 
receive a broadside of antimicrobials with the vague hope that one drug 
will justify the adjective “miracle.” Such action, of course, heaps con- 
fusion upon confusion, and analysis of many cases leaves the observer with 
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the question as to whether the patient might have done as well with no 
therapy at all. At present, the assessment of clinical significance for a given 
organism isolated from the patient must depend largely on the ensemble of 
the case, including adequate pretreatment studies and serial studies during 
therapy, combined with intelligent use of antimicrobials so that the effective 
drug can be recognized. Otherwise, experience yields no rewards. 

Thus, in the initia! study of a patient with pulmonary infection, if Kleb- 


_siella is isolated in conjunction with other known pathogens, such as the 


pneumococcus, usually the disease will respond to penicillin, as pointed out 


by Ogilvie.** This does not mean that the Klebsiella necessarily plays no 


clinical role. Further studies of such cases are needed to clarify the situa- 
tion. On the other hand, occasionally such a patient shows no response to 
penicillin and then improves promptly on a broad spectrum antibiotic to 
which the Klebsiella is susceptible. Under such conditions it is probable 


that the Klebsiella is the primary pathogen, and we have seen such cases 
- with Klebsiella types other than 1, 2 or 4 (case N. S., figures 3 and 4). 


In general, it appears that the clinical picture associated with the presence 
of Klebsiella is protean. Those cases which fit the classic concept of Fried- 
lander’s pneumonia constitute no real problem in evaluation, but they are 
uncommon. More often one sees cases in which assessment of a Klebsiella 
is difficult and further investigation is needed. 

4. Antibiotic Susceptibilities: The in vitro results reported herein in- 
dicate that either streptomycin or chloramphenicol should receive primary 
consideration as the drug of choice for Klebsiella infection. To go one step 
further, 93% of all strains were susceptible to either drug, or both, tested 
as single agents. This suggests that it might be well to use both drugs in 
treatment, at least until the susceptibility pattern for the particular organism 
is reported from the laboratory. The capsular type of Klebsiella may be a 
factor in susceptibility, although the number of organisms composing the 
group of lower types was too small to permit definite conclusions. 


SUMMARY AND CONCLUSIONS 


Klebsiella pneumoniae and Aerobacter aerogenes cannot be distinguished 
on any basis. Since 1952, organisms fitting the criteria of Kauffmann * 
have been designated Klebsiella in our laboratory, and members of this 
group have beer differentiated by capsular type. Serotypes 1 to 10 have 
been distinguished. Our preliminary studies of the significance of this 
organism in the respiratory tract are reported here in relation to capsular 
type and antimicrobial therapy. 

Klebsiella is found in the throats of employees and patients without 
respiratory disease, as well as in the sputum of patients with respiratory 
disease. It is concluded that Klebsiella may occasionally be present in the 
respiratory tract without causing clinical disease at the time the organism 
is isolated. 
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Those strains which can be typed with sera for capsular types 1 to 10 
compose a minority of the strains isolated, and the classic respiratory types 
1, 2 and 4 are uncommon. The latter are associated in one third of the 
cases with destructive lung disease, whereas higher types are seldom found 
in such patients. Usually only the higher types have been found in persons 
without respiratory disease. However, in patients with respiratory disease 
any type of Klebsiella may be isolated from patients with any type of pul- 
monary disease. 

The majority of Klebsiella strains are of types higher than 1, 2, and 4, 
and a majority of the higher types are isolated from patients treated with 
penicillin or another drug to which the organism is resistant. In most such 
instances the Klebsiella does not seem to be pathogenic, but occasionally it 
may give rise to superinfection. 

In vitro studies of Klebsiella susceptibility suggest that streptomycin 
and chloramphenicol are the drugs of choice. Ninety-three per cent of 
strains are susceptible to one or both of these antibiotics. 


SUMMARIO IN INTERLINGUA 


Studios bacteriologic—pauco cognoscite in circulos clinic—ha indicate que 
species de klebsiella e Aerobacter aerogenes es indistinguibile e que le inclusion de iste 
organismos in un gruppo unic, le gruppo de klebsiella, es justificate. Il es possibile 
differentiar varie stirpes intra le gruppo super le base de lor reactivitate serologic 
capsular. Usque nunc, 77 typos capsular ha essite demonstrate. Con iste informa- 
tion e per medio de seros que differentia le typos 1 a 10, un studio super le relation 
inter species de klebsiella e morbo pulmonar ha essite in progresso durante le passate 
quatro annos al Hospital General de Philadelphia. 

Le prevalentia nosocomial del organismos mentionate variava a iste institution 
ab 2% in le secretiones pharyngee del empleatos a 13,7% in le sputo de patientes con 
omne genere de morbo respiratori. Patientes sin obvie morbos respiratori habeva le 
mesme organismos in lor secretiones pharyngee con un frequentia de 8,2%. 

Le majoritate del stirpes respiratori de species de klebsiella non es typisabile per 
medio del seros pro le typos ab 1 a 10. Ex le 22,5% que se provava typisabile, le 
plus commun es typo 2 (8%). Plus basse procentages esseva trovate pro typos l, 
4,7, 8, e 9. 

Le morbo pulmonar que es associate le plus frequentemente con le presentia de 
klebsiella in le sputo es pneumonia. Le typos 1, 2, e 4 se associa con destructive 
morbos pulmonar (abscesso e atelectasis) plus frequentemente que le typos a numeros 
plus alte. De facto, le typos superior se trova a vices in patientes sin morbo respira- 
tori, in contrasto con le typos 1, 2, e 4. 

Le investigation del susceptibilitate a antibioticos in le casos de 188 stirpes 
respiratori revelava que 81% esseva inhibite per chloramphenicol, 74% per strepto- 
mycina, e 63% per tetracyclina. Le susceptibilitates de 26 stirpes del typos 1, 2, e 
4 es simile. Le configuration del susceptibilitate a antibioticos es etiam simile. 

Circa un medietate del stirpes de klebsiella isolate ab patientes qui non recipe 
cursos de penicillina es del typos 1, 2, e 4, durante que quasi omne le stirpes isolate ab 
patientes recipiente penicillina es del typos superior. Le relation inter typo capsular 
e therapia a penicillina require investigationes additional pro elucidar le mechanismo 


implicate in illo. 
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THE METABOLISM OF FOLIC ACID IN CIRRHOSIS * 


By James H. Janpi, M.D., and Arnotp A. Lear, M.D.,f 
Boston, Massachusetts 


THE prevalence of macrocytic anemia in patients with chronic liver dis- 
ease has suggested to many observers that liver damage disturbs hemato- 
poiesis by altering the storage or the metabolism of one or more of the sub- 
stances effective in the treatment of pernicious anemia.** However, it has 
been observed that most cases of the macrocytic anemia of liver disease bear 
little resemblance to pernicious anemia morphologically, and generally do not 
respond to liver extract.*® Moreover, extracts prepared from the livers 
of patients with the anemia of liver disease have been found to possess anti- 
pernicious anemia activity.’ Nevertheless, apparent hematologic responses 
to liver extract, yeast, ground beef and vitamin Biz have been reported in 
certain patients with cirrhosis and anemia, in some of whom megaloblastic 
bone marrows in association with free gastric hydrochloric acid were ob- 
served.” **® Thus, the possibility has remained that chronic liver disease 
does interfere with the metabolism of one or more of the substances neces- 
sary for normal hematopoiesis, although this defect may be demonstrable 
only in unusually severe cases. The present study, which was reported in 
preliminary form elsewhere,’ concerns a group of patients with cirrhosis 
associated with chronic alcoholism, in whom certain aspects of the meta- 
bolism of folic acid, citrovorum factor, vitamin Biz and ascorbic acid were 
investigated. 


METHODS 


Observations were carried out in a special metabolic ward upon a group 
of 16 patients with cirrhosis associated with chronic alcoholism. There 
were eight patients of each sex whose ages ranged from 28 to 64 years. The 
diagnosis of Laennec’s cirrhosis was made clinically, and in eight instances 
it was verified pathologically. These patients showed various degrees of 
anemia, generally macrocytic in character and not associated with evidence 
of current or of previous blood loss. Each patient was observed for at least 
10 days on a controlled diet before the administration of hematopoietically 
active material. 

* Received for publication August 8, 1956. 

From the Thorndike Memorial Laboratory and Second and Fourth (Harvard) Medical 
Services, Boston City Hospital, and the Department of Medicine, Harvard Medical School, 
Boston, Massachusetts. 

This investigation was supported in part by the J. K. Lilly gift to the Harvard Medical 
School and by a grant from the Helen Hay Whitney Foundation. 

+ Present address: 4314 Gallatin Street, Hyattsville, Maryland. 


Requests for reprints should be addressed to James H. Jandl, M.D., Thorndike Memorial 
Laboratory, Boston City Hospital, Boston 18, Massachusetts. 
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Red cell counts and hemoglobin and hematocrit levels were determined 
every three or four days, and reticulocytes were enumerated every day, by 
standard procedures.*° A detailed presentation of the hematologic findings 
on these patients, with particular reference to the hemolytic process involved, 
has been published elsewhere.** 

The folic acid activity of materials administered and of specimens ex- 
creted was assayed by means of the growth response of Lactobacillus casei 
ATCC 7469.” Shortly after their preparation or collection, specimens were 
stored at — 20° C. until the time of assay. The accuracy of the assay 
method was determined periodically during these observations by measuring 
the recovery of known amounts of synthetic folic acid (pteroylglutamic acid : 
PGA) added to samples of the material under study. There was a mean 
recovery of 103% (range: 96 to 110%) of added PGA. The folic acid 
activity of natural materials was determined before and after incubation at 
37° C. for 20 hours with a homogenate of chick pancreas conjugase * 
buffered at pH 7.4. Twenty milligrams of chick pancreas were added to 
each gram of test material.’* Activity for L. casei prior to treatment with 
conjugase will be referred to as “free” folic acid, and that activity liberated 
by enzymatic hydrolysis will be designated as “conjugated” folic acid. 

Citrovorum factor (CF) activity was assayed with Leuconostoc citro- 
vorum ATCC 8081 by the method of Sauberlich.*** CF activity is re- 
corded as the equivalent of natural CF rather than of the synthetic racemic 
mixture | which was employed as the assay standard and which possesses 
only 50% of the potency of the natural form. 

The serum level of vitamin Biz was assayed by a modification ** of the 
method of Ross,*’ which utilizes the specific growth response of the flagellate 
Euglena gracilis. Results are reported as total vitamin Bi2 concentration, 
which includes free and protein-bound moieties. 

The level of reduced ascorbic acid in the buffy coats of venous blood 
specimens was determined by the method of Butler and Cushman.”* 


MATERIALS 


Solutions of PGA for oral and for parenteral administration were pre- 
pared in pH 7.4 phosphate buffer from crystalline PGA or from solutions 
of sodium folate.t The dosage of folic acid is here expressed in terms of 
activity for L. casei; and the sodium folate solutions employed were found 
to contain an average of 24.9 mg. per cubic centimeter, rather than 15.0 mg. 
per cubic centimeter, as described by the manufacturer. 

A vacuum-dried extract of brewer’s yeast § was used as a source of 

* Bacto-chicken pancreas, Difco Laboratories, Inc., Detroit, Michigan. 


+ “Leucovorin,” generously supplied by Lederle Laboratories Division, American 
Cyanamid Co., Pearl River, N. Y. 

t “Folvite.” generously supplied by the Lederle Laboratories Division, American Cyan- 
amid Company, Pearl River, N 

§ Yeast extract, type 3, Standard Brands, Inc., New York, N. Y. 
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natural folic acid in both the conjugated state (yeast A) and the free state 
(yeast B). Deconjugation of the folic acid in yeast B was performed, as 
in the assay of conjugated folic acid, by incubating the buffered yeast solu- 
tion at pH 7.4 at 37° C. for 20 hours with chick pancreas. No significant 
further increase in free folic acid activity of the samples occurred upon sub- 
sequent repetition of this procedure using fresh conjugase. The chick 
pancreas preparation was found to possess activity for L. casei equivalent 
to 19.5 millimicrograms per milligram; this activity was competitively in- 
hibited by aminopterin in a 1:1 ratio to chick pancreas folic acid activity. 
Consequently, yeast A, as a source of conjugated natural folic acid, was 
prepared in the same fashion as yeast B, except that the chick pancreas 
conjugase was heat-inactivated by autoclaving before its incubation with 
the yeast. Subsequent assays determined that the folic acid activity of 
yeast A was 10% in the free and 90% in the conjugated form, while that of 
yeast B was entirely in the free form. After deconjugation, 30.7% of the 
folic acid activity of the yeast was found to be nondialyzable. Aminopterin 
competitively inhibited the folic acid activity of both yeast preparations for 
L. casei. The controlled diet on which most of the patients remained 
throughout these studies contained an average of 560 ug of folic acid, 9% 
in the free state, and was very low in vitamin Biz. Only varying fractions 
of the diet were actually ingested. 


RESULTS 


The 16 patients studied fell clearly into two groups from the standpoint 
of blood morphology. The first group consisted of 12 patients, whose 
hemoglobin levels ranged from 5.1 to 13.6 gm.%. The anemia in these 
patients was associated with mild to moderate macrocytosis, and with bone 
marrows containing largely normal red cell and white cell precursors. These 
12 patients were given synthetic folic acid (PGA) in amounts ranging from 
0.25 to 10.0 mg. daily for 10-day periods. Administration was by the oral 
route in five cases and by the parenteral route in seven. In no instance was 
there a reticulocyte response or a rise in hemoglobin level. As may be seen 
in table 1, urinary folic acid activity prior to therapy in the six of these 
patients who were studied averaged 3.49 wg per day (range of mean values: 
1.63 to 5.82), as compared with the mean values for eight normal men 
ranging from 1.58 to 5.94 ug per day, with an average value of 3.93 ug. 
Following daily administration of synthetic folic acid either orally (subjects 
1, 2 and 3) or parenterally (subjects 4, 5 and 6), maximal urinary folic 
acid levels were generally reached by the second day of therapy. Five of 
these six patients subsequently received parenteral Leucovorin (synthetic 
CF) for 10 days, in amounts ranging from 0.5 to 3.0 mg. daily. Again in 
no instance was there a rise of reticulocyte or hemoglobin values. A 
hemolytic process corresponding in activity to the severity of the anemia 
was shown to be present in these patients.” 
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The four patients in the second group stood apart from the others be- 
cause of the greater severity of anemia, the more pronounced macrocytosis, 
and the markedly disturbed maturation of red cell and white cell precursors 
in their bone marrows. Whereas mildly abnormal red cell precursors with 
certain of the features found in pernicious anemia were occasionally present 
in the other 12 patients, the bone marrows of these four subjects showed 


TABLE 1 
Urinary Folic Acid and CF Excretion in Patients with Cirrhosis and Anemia 


Base Line Urinary Excretion Appear Teoat 
Admission Folic Acid Urinary Hematologic 
Subject Hemoglobin Administered Levels of Response to 
Gm.% Folic Acid CF pe /day Folic Acid Folic Acid 
ug/day ug/day of 
8 normal _ 3.93 0.42 1,500 1-3 _ 
men (1.58-5.94) | (0.12-0.91) 
Group 1: Patients with Normoblastic Marrows 
1 10.5 3.4 0.70 10,000 1 0 
(3. 84) | (0.41-1.18) 
2 9.8 4.9 _— 1,000 1 0 
(3. 5-9. 92) 
3 6.7 2.75 0.45 5,000 2 0 
(1. Fy 53) | (0.38-0.50) 
4 10.5 2.42 — 500 2 0 
(2.07-3.10) 
5 9.0 5.82 250 2 0 
(4. 40) 
6 9.9 0.45 500 3 0 
(0. 88) | (0.19-1.03) 
Group 2: Patients with Megaloblastic Marrows 
1 5.4 0.82 0.17 500 16* + 
(0.30-1.57) | (0. 30) 
2 2.9 0.51 250 21 + 
(0.33-0.62) | (0. 06-0 16) 
3 4.6 2.52 0.09 1,500f 33 + 
(0. a 70) | (0. i 12) 
4 5.7 1,500t 33 + 
(0. 902. 30) | (0. 12-0. 15) 


* A “normal” excretion of the administered PGA was not attained. 
t Administered as oral yeast extract (see text). 


pronounced abnormalities of red cell maturation, giving their marrows a 
clearly megaloblastic appearance. In addition, these marrows showed 
markedly abnormal granulocyte precursors. All four patients had normal 
oral glucose tolerance curves, and normal stool fat contents following con- 
trolled fat intakes. Except in case 2, roentgenographic studies of the gastro- 
intestinal tract were normal. The average urinary folic acid excretion of 
these patients during the base line period prior to therapy was 1.38 ug per 
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day, with mean values ranging from 0.51 to 2.52 ug (table 1). The mean 
daily urinary CF levels during this period averaged 0.13 »g and ranged 
from 0.09 to 0.17 wg. This contrasts with the average value of 0.42 ug 
per day for eight normal subjects, and of 0.53 »g per day for three of the 
12 patients with normoblastic marrows. All four patients with megalo- 
blastic marrows responded clinically and hematologically to folic acid prepa- 
rations. Their individual case histories are presented below: 


Case REPORTS 


Case 1. A 41 year old white male chronic alcoholic with moderately severe 
cirrhosis entered the hospital because of weakness, dysphagia, and edema of the legs. 
He gave a normal dietary history except for the daily ingestion of about 400 c.c. of 
ethanol until one month before entry. At that time his food intake was reduced to 
one or two meals daily, and these consisted of bread, meat, eggs, milk and fruit. 
Physical examination revealed pallor, obesity, glossitis, enlargement of the liver 
and spleen, and edema of both legs. Blood examination showed a severe macrocytic 
anemia, with a red cell count of 1.42 million/cu. mm., a hemoglobin of 5.4 gm.% and 
a hematocrit of 16.3%. The MCV was 115 w* and the MCHC 33%. The bone mar- 
row was richly cellular and manifested marked abnormalities of myeloid and erythroid 
maturation similar to those found in pernicious anemia. The gastric juice contained 
free hydrochloric acid. Tests indicated impaired hepatic function, and a liver biopsy 
revealed Laennec’s cirrhosis. Following a 10-day period in the hospital on a con- 
trolled diet containing little or no vitamin By,9, the patient was given 500 pg of PGA 
subcutaneously daily for 18 days. This therapy was associated with a striking 
reticulocyte response, which reached a maximum value of 26.3% on the sixth day of 
therapy and was attended by a rise in the hemoglobin level. Beginning on the nine- 
teenth day, the daily administration of 500 yg of Leucovorin subcutaneously for eight 
days did not produce a second reticulocyte rise. Urinary folic acid activity increased 
from an average of 0.82 wg per day prior to PGA therapy to reach a plateau level of 
12.5 pg per day after 16 days of therapy. However, a normal excretion, as defined 
below, was not attained during 26 days of treatment which had provided 9.0 mg. of 
PGA and 4 mg. of Leucovorin. 

Case 2. A 48 year old white male chronic alcoholic had been on a grossly 
deficient diet for at least four or five months before admission. He suffered from 
cheilitis, glossitis, dysphagia and proctitis, as well as from manifest clinical scurvy. 
Further details of this case have been reported elsewhere.’® Blood examination 
showed that the patient had a severe macrocytic anemia, with a red cell count of 0.71 
million/cu. mm., a hemoglobin of 2.9 gm.%, and a hematocrit of 9.2%. The MCV 
was 130 p® and the MCHC, 32%. The bone marrow was hyperplastic and consisted 
largely of red cell and white cell precursors with abnormalities of maturation re- 
sembling those seen in pernicious anemia. Free hydrochloric acid was present in the 
gastric juice. The results of liver function tests were abnormal, and a liver biopsy 
revealed Laennec’s cirrhosis. Roentgenographic examination of the gastrointestinal 
tract shortly after admission revealed “puddling” of the barium and thickening of the 
mucosal pattern of the duodenum and jejunum. These changes disappeared follow- 
ing therapy. While receiving 250 wg of PGA subcutaneously daily, the patient de- 
veloped a reticulocyte response which reached a peak of 22.0% on the tenth day of 
therapy. This reticulocyte rise was followed by an increase in urinary folic acid 
activity from the base line average level of 0.51 pg per day to an average of 5.14 pg 
per day after 21 days of therapy, as indicated in table 1. 

Case 3. A 50 year old white female chronic alcoholic entered the hospital com- 
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plaining of weakness, dizziness, soreness of the tongue, dysphagia and shortness of 
breath. She had increased her daily ethanol consumption to about 400 c.c. in the 
previous year, and had limited her food intake to the irregular ingestion of meat and 
sandwiches. On entry she was pale and possessed an enlarged liver. Blood ex- 
amination showed a severe macrocytic anemia, with a red cell count of 1.34 million/ 
cu. mm., a hemoglobin of 5.7 gm.%, and a hematocrit of 19.1%. The MCV was 
143 p® and the MCHC, 30%. There were numerous red cell and granulocyte pre- 
cursors in the marrow possessing abnormalities of maturation. The gastric juice 
contained free hydrochloric acid. Liver function was impaired, and a liver biopsy 
showed Laennec’s cirrhosis. This patient and the fourth patient were studied simul- 
taneously, and the results are reported together below. 

Case 4. A 61 year old white widow entered the hospital with weakness, pallor 
and shortness of breath. She had been an alcoholic for many years, and for at least 
several months her diet had consisted largely of milk, eggs, toast and wine. Physical 
examination revealed pallor and hepatomegaly. Blood examination showed a severe 
macrocytic anemia, with a red cell count of 0.96 million cu. mm., a hemoglobin of 
4.6 gm.%, and a hematocrit of 15%. The MCV was 156 »® and the MCHC, 31%. 
The bone marrow contained numerous abnormal red cell and granulocyte precursors 
which resembled those encountered in pernicious anemia. There was free hy- 
drochloric acid in the gastric juice, and liver function test revealed impaired function. 

Observations raade on cases 3 and 4 are presented in figures 1 and 2, respectively. 
Both patients developed spontaneous reticulocyte rises while on a meat-free diet, 
which provided up to about 100 yg of free and 1200 pg of conjugated folic acid daily 
as determined with L. casei. Actually, only a small fraction of this diet was ingested 
by the patients. During these spontaneous reticulocyte responses, mean daily urinary 
folic acid excretions of 1.60 and 2.52 pg daily, respectively, were observed. Both 
patients were then given orally for 14 days amounts of yeast A which contained 1,350 
pg of conjugated and 150 pg of free folic acid daily, divided into three equal pre- 
prandial doses. Both patients showed striking reticulocyte response, followed by 
increasing hemoglobin levels. There was no associated rise in urinary folic acid or 
citrovorum factor activity. A subsequent 11-day course of yeast B containing 1,500 
pg of folic acid, all of which had been “deconjugated,” led to no further rise in 
reticulocyte levels or in urinary folic acid or citrovorum factor levels. Following 
this, the oral administration of equivalent amounts of synthetic folic acid (PGA), 
given in an identical manner, failed to produce a further hematologic response in 
either patient but did result in each patient in a prompt and progressive increase in 
urinary folic acid activity, which reached the normal range for that dosage of folic 
acid on about the ninth and on the eighth day, respectively, of this therapy. 


These observations necessitated for their proper interpretation more 
detailed information than was available as to the normal urinary excretion 
of folic acid at various dosage levels. Studies of one normal subject whose 
stools, after incubation with chick pancreas conjugase, contained an average 
of 219 ug of folic acid daily (range: 95 to 412) revealed that no detectable 
increase in stool folic acid activity occurred following the parenteral admin- 
istration of a single dose of 50 mg. of PGA. Consequently, the possibility 
appeared that the actual absorption of natural folic acid in a given normal 
subject can be estimated by comparison of urinary folic acid excretion values 
with those of an oral or parenteral dosage-urinary excretion curve. For 
this purpose, two normal men were given assayed amounts of PGA sub- 
cutaneously in single daily injections for two days and subsequently in thrice- 
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divided preprandial doses for two days. The urinary excretion of folic acid 
in these subjects during these injection periods was determined at six dif- 
ferent dosage levels, ranging from 180 to 8,200 ug of PGA daily. In sub- 
sequent observations on the same normal subjects, the urinary folic acid 
excretion values following oral administration of PGA, as well as of the 
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Fic. 1. Observations on the responses of case 3 to various folic acid-containing prepa- 
rations. Following a spontaneous reticulocyte rise during the period of basal diet the patient 
developed a second reticulocyte response and increasing hemoglobin levels while receiving a 
natural source containing 1,500 ug of folic acid (yeast A), 90% of which was conjugated. 
No further hematologic response attended therapy with enzymatically deconjugated natural 
folic acid (yeast B) or synthetic folic acid (PGA). Urinary folic acid excretion remained 
subnormal until about eight days after the administration of synthetic folic acid. 


folic acid-containing preparations (yeast A and yeast B) given cases 3 and 
4, were also determined.. The data are presented in figure 3. In com- 
parisons of urinary folic acid excretion following administration of oral and 
of parenteral preparations of the various forms of folic acid, the findings 
indicate that at the dosage level employed, about 25% of naturally occurring 
folic acid (yeast A) was actually absorbed from the gastrointestinal tract, 
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whereas about 60% of the natural folic acid after “deconjugation” (yeast B) 
and over 95% of the synthetic folic acid (PGA) were absorbed. Follow- 
ing oral administration of a mixture of equal amounts of yeast B and syn- 
thetic folic acid, the urinary folic acid activity equaled that predicted if each 
source of folic acid had been absorbed additively and independently. 


CASE 4: HEPATIC CIRRHOSIS AND MEGALOBLASTIC ANEMIA 
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Fic. 2. Observations on the responses of case 4 to various folic acid-containing prepa- 
rations. A spontaneous small increase in reticulocyte activity occurred during the period 
of basal diet, after which the administration of a natural source of folic acid (yeast A) 
was attended by a striking reticulocyte response and increasing hemoglobin levels. No 
further hematologic response attended therapy with deconjugated folic acid (yeast B) or 
with synthetic folic acid (PGA). 


The serum levels of vitamin Biz were measured in 29 patients with cir- 
rhosis, a group which included the 16 patients described. Twenty-one had 
the “anemia of liver disease’ with no evidence of blood loss. Four, as 
described above, showed megaloblastic changes of the marrow. The mean 
total serum vitamin Biz level of the entire group was 714 + 534 (one S. D.) 
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Fic. 3. Relation between intake and urinary excretion of folic acid in two normal men. 
Solid black circles represent the daily urinary output of folic acid at various dosages of 
PGA administered subcutaneously. Empty circles depict the urinary excretion of folic acid 
after the ingestion of conjugated folic acid (yeast A), and empty squares, the daily output 
following the ingestion of deconjugated yeast folic acid (yeast B). The mean values are 
represented in each instance by horizontal bars. All preparations were administered pre- 
prandially in thrice-divided doses. It should be noted that a log-log scale has been 


employed. 


pegm per cubic centimeter, as compared with the normal mean of 532 + 161. 
The serum vitamin Biz levels of the four patients with megaloblastic anemia 
in association with liver disease were, respectively, 193, 308, 454 and 557 
pegm per cubic centimeter, with a mean value of 393 pugm. This contrasts 
sharply with the serum vitamin Biz levels in 33 patients with pernicious 
anemia, which ranged from 0 to 85 »egm per cubic centimeter, with a mean 
of 39.** It is to be noted that the average serum vitamin Biz level of the 
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29 patients with cirrhosis was increased to 714 »ygm per cubic centimeter 
by the inclusion of five patients with values, respectively, of 1277, 1376, 
1640, 1932 and 2200 pug per cubic centimeter, as compared with a mean of 
496, excluding these five levels. Four of these five patients were anemic, 
but none manifested clinical or hematologic signs of folic acid deficiency. 
The ascorbic acid content of the peripheral blood buffy coat was deter- 
mined in 16 patients with cirrhosis and anemia. Ascorbic acid activity was 
absent in 11, three of whom had megaloblastic marrows. Only one of the 
latter (case 2) had signs of clinical scurvy, consisting of perifollicular 
petechiae, follicular hyperkeratosis, fragile corkscrew hairs, and hypotension. 
The remaining 10 patients with no buffy coat ascorbic acid showed no 
clinical evidence of scurvy, and during the control period in eight of these 
patients ascorbic acid appeared in the venous blood buffy coats without 
ascorbic acid therapy. Two of the 11 patients were given 1 gm. of ascorbic 
acid orally daily, with no reticulocyte response. 


DISCUSSION 


The evidence that folic acid deficiency existed in four of the 16 patients 
with macrocytic anemia and cirrhosis lies in their striking hematologic 
responses to folic acid associated with prompt improvement in appearance 
and appetite and, in two patients, with rapid disappearance of glossitis and 
dysphagia. In addition, in these four patients the base line urinary levels 
of folic acid were low or low normal, and prolonged administration of folic 
acid was necessary before normal urinary excretion occurred. That asso- 
ciated vitamin Biz deficiency was not a significant factor in these four pa- 
tients is indicated by their normal serum vitamin Bie concentrations. 

Minor abnormalities in the maturation of red cell precursors were present 
in several cirrhotic patients who did not subsequently respond to folic acid; 
these changes consisted of increases in size and mild disturbances in the 
chromatin pattern of some of the early erythroblasts. However, striking 
morphologic abnormalities of the granulocytes as well as of the erythroid 
elements in the four patients who did respond were definitive in distinguish- 
ing those cirrhotic patients who responded to folic acid from those who did 
not. Here, too, as in experimental folic acid deficiency in animals,’*” a 
severe impairment of granulocyte production was characteristic, and gave 
an impression of greater relative severity than is generally encountered in 
pernicious anemia. Differential marrow cell counts (1,000 cells) were 
therefore carried out “blind” on these four patients with cirrhosis and 
megaloblastic anemia, and on four patients with pernicious anemia of com- 
parable severity.* There were no important morphologic differences be- 
tween these two groups of patients. As indicated in table 2, an average of 
28% of the myeloid cells and 63% of the erythroid cells of the marrows of 


* We are indebted to Miss Geneva Daland for making these morphologic examinations, 
and for her generous assistance throughout this study. ‘ 
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patients with cirrhosis and folic acid deficiency showed defective maturation, 
while in four comparable patients with pernicious anemia 23% and 71% 
of the myeloid cells and erythroid cells, respectively, were abnormal. It is 
not possible on purely morphologic grounds to distinguish the deficiency 
syndrome described herein from coincident pernicious anemia and cirrhosis. 

The coexistence of folic acid deficiency in four of 16 patients represents 
a remarkably high incidence for this community. In the absence of the 
sprue syndrome, megaloblastic anemia not associated with significantly low 
serum vitamin Biz levels, and completely responsive to folic acid administra- 
tion, has been seen by the authors only in certain cases of the “pernicious 
anemia of pregnancy.” In both situations, histories of inadequate diets 
have usually been present, although in both situations the diets have not 
always been significantly different from those of comparable patients with- 


TABLE 2 


Comparative Blood Morphology in Folic Acid Deficiency Associated 
with Cirrhosis and in Pernicious Anemia 


Peripheral Blood Bone Marrow 


Percentage of Cells 
with Abnormal 
MCV MCHC ; M/E Maturation 
Gm.% 


Diagnosis 


Myeloid | Erythroid 


Folic acid de- 1.21 i z 3.5 ia 28 63 
ficiency and (.96- y - | (30-3: (1.4— i (17-37) | (45-79) 
cirrhosis 1.42) : 6) 5.8) i 
(4 patients) 


Pernicious 1.35 5:7 23 71 
anemia (1.23- (116- | (30-34) | (2.1- (17-28) 
(4 patients) 1.47) 132) | | 7.4) 

| 


out megaloblastic anemia. Occasionally, as in the first of the four patients 
reported here, relatively normal dietary histories have been elicited. 

In the absence of a clearly defined or consistently present dietary de- 
ficiency of folic acid, the possibility of a defect in folic acid absorption was 
considered. The results of oral glucose tolerance tests and stool-fat excre- 
tions following. periods of controlled high fat intake were normal. The 
ability to absorb naturally occurring folic acid was estimated in two of the 
four patients (cases 3 and 4) by oral administration of yeast preparations 
containing an amount of conjugated folic acid comparable to the maximal 
amount present in a normal diet. (The total folic acid content of a general 
hospital diet was found to range from 1,000 to 1,500 ug daily.) The 
promptness of the reticulocyte responses in both indicates that an appre- 
ciable absorption of natural folic acid did occur. Indeed, subsequent ad- 
ministration of “deconjugated” natural folic acid and of synthetic folic acid 
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produced no further hematologic effect. It thus seems unlikely that a defect 
in folic acid absorption per se had led to the deficiency. Furthermore, there 
appeared to be no crucial inability in these patients to deconjugate naturally 
occurring folic acid conjugates, as was once postulated with respect to 
pernicious anemia.*” 

The observed lack of increased urinary folic acid activity in cases 3 and 4 
after prolonged oral administration of natural folic acid suggested that a 
severe tissue depletion existed. The sudden rise in urinary folic acid 
activity upon oral administration of synthetic folic acid (PGA) in both 
patients, however, might have been the result either of coincidental tissue 
saturation resulting from the immediately preceding therapy with natural 
folic acid, or of better absorption of the synthetic folic acid, or of both. It 
is to be noted that the ability of the normal subjects to absorb natural con- 
jugated folic acid appeared to be limited to about 25%. Whereas decon- 
jugation with chick pancreas conjugase raised the estimated absorption of 
folic acid to about 60%, this still fell short of the 95% absorption calculated 
for the synthetic preparation. The inefficiency with which the natural folic 
acid is absorbed is conceivably related to the existence of 30% of the folic 
acid activity, even after conjugase treatment, in a nondialyzable form. Since 
the urinary excretion of a mixture of deconjugated folic acid (yeast B) and 
synthetic folic acid approximated the estimated additive value of each if 
given separately, there appears to be no agent in yeast which inhibits the 
absorption of added PGA. Improvement of folic acid absorption following 
conjugase treatment, however, implies a limited ability to deconjugate 
natural folic acid within the bowel, and is possibly related in part to the 
presence of conjugase inhibitors in crude yeast.**° It appears probable 
that the abrupt rise in urinary folic acid activity which occurred in the two 
patients during the administration of synthetic folic acid came about as a 
result both of the better absorption of synthetic folic acid and of an im- 
pending tissue saturation with folic acid. 

The folic acid excretion studies on normal subjects indicated that, when 
given subcutaneously, there was relatively little difference between single 
and thrice divided doses of folic acid. However, because the latter dosage 
schedule is theoretically more comparable for interpreting the absorption 
of folic acid from food or medication taken three times daily by mouth, only 
the data so obtained are depicted in figure 3, which indicates the relationship 
between the intake and the excretion of folic acid once a minimal dose is 
provided. The absence of an increase in urinary folic acid activity until 
doses of 200 ng or more of folic acid were administered daily has been ob- 
served by others.* It is unlikely that this is a result of the insensitivity of 
the technic. Since fasting for three days does not reduce the urinary folic 
acid excretion in normal subjects,” it is likely that this base line urinary 
excretion of folic acid represents an obligatory renal excretion of folic acid 
which persists until tissue depletion has occurred. 
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The well known fact that many normal subjects do not excrete maximal 
amounts of folic acid on the first day of folic acid administration, although 
the appearance of administered folic acid in the urine is rapid, suggests 
either tissue unsaturation or an induced change in renal clearance. The 
likelihood that a partial folic acid unsaturation exists in normal persons 
receiving up to 1,500 wg of dietary folic acid activity daily is presumably 
related to the normally inefficient absorption of natural forms of folic acid. 

The striking hematologic responses in cases 1 and 2 following the daily 
parenteral administration of 500 and 250 ug, respectively, of PGA, preclude 
an inability of these patients to utilize folic acid. Furthermore, the lack of 
response to subsequent equal doses of Leucovorin in case 1 suggests that no 
serious inefficiency in the conversion of PGA to CF existed as a result of 
cirrhosis. If the results of the studies of folic acid in normal subjects can 
be applied to cases 3 and 4, these patients each absorbed and responded to 
about 300 to 400 ug of folic acid daily while receiving yeast A. In a patient 
with macrocytic anemia and scurvy studied here, 125 »g daily produced a 
moderate reticulocyte response.*® It appears likely, then, that clinical folic 
acid deficiency may be alleviated by much smaller doses than are generally 
used, and that 200 to 300 wg of PGA daily probably constitutes adequate 
daily therapy for an adult. This being so, the folic acid absorbed from the 
diet may be sufficient to explain the reticulocyte responses in cases 3 and 4 
during the preliminary control period, and emphasizes the need for mini- 
mizing the intake of folic acid-rich foods in planning adequately controlled 
studies of the megaloblastic anemias and for initiating preliminary control 
periods promptly after hospital admission. 

Since the dietary intake of at least one of the four patients studied was 
not manifestly defective, and since no abnormalities of absorption of, re- 
sponsiveness to, or excretion of folic acid were demonstrable, there remains 
the possibility of an abnormally high requirement for folic acid, perhaps 
coincident in three patients with a partial exogenous deficiency. It may be 
recalled that evidence of folic acid deficiency has failed to appear in young 
men whose diets were almost free of folic acid for as long as 18 months.” 
In rats it is difficult to induce folic acid deficiency by simple exclusion of 
folic acid from the diet.*° In the puerperium, however, female rats on a 
folic acid-deficient diet are unable to lactate sufficiently to maintain their 
newborn, indicating an inability to support this added physiologic burden 
while on a limited intake of folic acid.** There is at present no direct evi- 
dence of an increased requirement for folic acid in cirrhosis. However, 
the rapid rate of red cell turnover in patients with cirrhosis and anemia ™ 
may constitute such an increased demand. It is also conceivable that the 
heavy carbohydrate-derived caloric intake of the chronic alcoholic may 
induce a relative PGA deficiency analogous to the experimental choline 
deficiency produced in rats by Best and his associates by providing diets 
which contained large amounts of either ethanol or sucrose.*° 
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The findings in the 12 cirrhotic patients with macrocytic anemia in 
whose bone marrows there were present few abnormalities of red cell 
maturation and no abnormalities of granulocyte maturation, indicate that 
an aberration of PGA-CF metabolism is not involved in the usual patient 
with anemia of liver disease. Thus, all but one of six patients with 
normoblastic marrows studied excreted normal quantities of folic acid in the 
urine, and all six excreted administered PGA promptly. Most decisive is 
the fact that none of these patients responded hematologically to PGA or 
to CF. Moreover, it was observed that red cell survival was character- 
istically diminished in patients with cirrhosis, in proportion to the degree 
of anemia.“ Among them were four patients with megaloblastic marrows 
in whom abnormally short red cell survival persisted despite correction of 
the megaloblastosis with folic acid. Thus, the evidence indicates that the 
anemia of chronic liver disease is basically a hemolytic anemia, but that in 
certain instances a superimposed folic acid deficiency may exist. 

The finding of adequate serum vitamin Buz levels in all of these patients 
does not rule out the possibility that in other patients with cirrhosis an 
extrinsic vitamin Biz dietary deficiency * or coincidental pernicious anemia 
may become the limiting factor in hematopoiesis. However, the observa- 
tion of exceptionally high serum vitamin B12 levels in cirrhotic patients who 
were subsisting on diets generally low in animal protein, reported here,'” *® 
is noteworthy. This high serum activity for Euglena gracilis does not 
appear to derive from the presence of growth-promoting substances other 
than vitamin Bie.** Since the factors which normally govern vitamin Biz 
levels in the serum are not understood, no clear explanation for this finding 
can be offered. It is conceivable that high vitamin Biz levels may occur in 
the serum in the presence of a damaged liver as a result of impaired storage 
or utilization of vitamin Biz. Altered utilization associated with accumu- 
lation of vitamin Biz in the serum might occur in conjunction with the im- 
paired utilization of a closely associated metabolite, such as folic acid, as 
well as with impaired utilization of vitamin Bui itself. Because suggestive 
evidence has been obtained that an increased intake of folic acid may lower 
the serum vitamin Biz levels in monkeys,** and because administration of 
supplemental folic acid has been found to lower the serum Biz levels of 
patients with pernicious anemia in remission,®*” a large dose of PGA (20 
mg.) was given subcutaneously to each of three patients with hepatic cir- 
rhosis and unusually high serum vitamin Biz levels. No significant change 
in serum vitamin Biz levels was detected at four or at 24 hours after admin- 
istration of PGA; unfortunately, additional later determinations were not 
made. No correlation was noted between the serum vitamin Biz levels 
and the hemoglobin levels in the patients presented here. None of the 
patients with megaloblastic anemia associated with folic acid deficiency had 
abnormally high serum vitamin Bie levels. In addition, five patients 
studied here with macrocytic anemia of pregnancy due to folic acid de- 
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ficiency had serum vitamin Bie levels in the normal range. It is unlikely, 
therefore, that the high vitamin Biz levels found in some patients with 
cirrhosis are related to a depletion of folic acid, and there is no hematologic 
evidence that faulty utilization of vitamin Biz existed in the patients studied 
with or without folic acid deficiency. A recent report by Jones and Mills * 
suggests that abnormally high serum levels of vitamin Biz may be more 
prevalent in cirrhosis than our studies indicate, and that these levels are 
especially high in patients in liver coma. 

The existence of “biochemical” scurvy in 11 of 16 patients, and of 
“clinical” scurvy in one, is probably not significant in the causation of 
macrocytic anemia in cirrhotics. Low or absent ascorbic acid in the 
peripheral blood buffy coat is common among patients from the economic 
and social groups from which these subjects came, with or without asso- 
ciated cirrhosis. The anomaly causing the rapid conversion of ascorbic 
acid to dehydroascorbic acid observed by Will and his associates “* in per- 


nicious anemia may conceivably have further depressed ascorbic acid levels 
in these patients. 


SUMMARY 


Four of 16 patients with macrocytic anemia associated with hepatic 
cirrhosis and chronic alcoholism exhibited megaloblastic bone marrows. 
These four patients possessed normal serum vitamin Bis levels but mani- 
fested a deficiency of folic acid by their subnormal daily urinary excretion 
of folic acid and of citrovorum factor, by their failure to excrete admin- 
istered folic acid promptly, and by their striking clinical and hematologic 
responses to small daily doses of folic acid. The remaining 12 patients had 
“normoblastic” bone marrows, showed normal urinary levels of folic acid, 
and failed to respond to either synthetic folic acid or citrovorum factor. 
The dietary histories and alcoholic consumption of the cirrhotic patients 
with megaloblastic marrows were not significantly different from those of 
the group as a whole, and no abnormalities were apparent in these patients 
in the responsiveness to or in the absorption, deconjugation or renal excre- 
tion of folic acid. It is possible that an increased requirement for folic acid, 
compounded in most cases with marginal or inadequate dietary intakes, 
accounts for the apparent susceptibility of patients with chronic alcoholism 
and cirrhosis to the development of folic acid deficiency. 

Comparative studies on normal subjects given an oral yeast preparation 
containing 1,500 ug of folic acid activity, largely in conjugated form, in- 
dicate that about 25% of this naturally occurring folic acid was absorbed. 
Preliminary deconjugation in vitro of the yeast folic acid conjugate in- 
creased the absorption to about 60% of the total orally administered folic 
acid activity. This was in contrast to the absorption of over 95% of syn- 
thetic folic acid (PGA) administered similarly. A folic acid dose-excretion 
curve was constructed for normal subjects given synthetic folic acid by 
injection in amounts ranging from 180 to 8,200 ug daily. 
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Serum vitamin B12 levels were within or above the normal range in 29 
patients with cirrhosis, with or without anemia. Five patients had abnor- 
mally high serum vitamin B12 levels, but no relationship between the vitamin 
Biz level of the serum and the morphologic character of the blood or the 
apparent state of folic acid absorption or metabolism was apparent. 
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SUMMARIO IN INTERLINGUA 


Dece-sex patientes con anemia macrocytic associate con cirrhosis hepatic e 
alcoholismo chronic esseva studiate con respecto a lor metabolismo de acido folic, 
vitamina By», e acido ascorbic. In quatro de iste patientes le anemia esseva sever, e 
pronunciate anormalitates esseva evidente in le maturation del leucocytos e del 
erythrocytos con le resultato que le medulla ossee presentava le apparentia characteristic 
de arresto megaloblastic. Iste quatro patientes habeva libere acido hydrochloric in 
lor succo gastric e possedeva normal nivellos seral de vitamina B,5. Le existentia de 
un carentia de acido folic esseva indicate in iste patientes per lor subnormal nivellos 
urinari de acido folic e factor citrovorum, per lor excretion inadequate de doses 
exogene de acido folic, e per lor frappante e continue responsa clinic e hematologic a 
parve doses diurne de acido folic. Studios in duo de iste patientes indicava lor 
capacitate a ben responder a quantitates physiologic de levatura a contento de 
conjugate acido folic in administrationes oral. Nulle responsa occurreva post le 
administration subsequente de levatura a disconjugate acido folic o de synthetic 
acido folic. 

Le remanente 12 patientes esseva minus severmente anemic e habeva “normo- 
blastic” medullas ossee. Iste patientes excerneva normal quantitates de acido folic 
in lor urina e non respondeva a acido folic, a factor citrovorum, a acido ascorbic, 0 a 
ferro. 

Le nivellos seral de vitamina B,. esseva intra o supra le limites normal in’ 29 
patientes con cirrhosis, con o sin anemia. Cinque de iste patientes habeva anormal- 
mente alte nivellos seral de vitamina B,9, sed nulle correlation esseva apparente, 
directe- o inversemente, inter le nivllo de vitamina B,9 in le sero e le character 
morphologic del sanguine o le presentia del carentia de acido folic. 

Le historias dietari e le consumption de alcohol del patientes cirrhotic con 
medullas megaloblastic non differeva significativemente ab illos del patientes cirrhotic 
con medullas normoblastic, e nulle anormalitate esseva apparente in le absorption o 
disconjugation de acido folic natural o in le responsa a acido folic synthetic. Il es 
possibile que un deficiente ingestion dietari de acido folic, combinate con un augmentate 
requirimento pro iste vitamina, explica le apparente susceptibilitate de patientes con 
alcoholismo chronic a disveloppar carentia de acido folic. 
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A NEW CONCEPT OF FAMILIAL ADENOMATOSIS * 


By Roy C. Gumpet, M.D., Mamaroneck, N. Y., and Jose D. CARBALLO, 
M.D., Coral Gables, Florida 


THE disease familial adenomatosis has long been recognized, the first 
description being variously accredited to Menzel* in 1721 and Virchow ’ 
in 1863. It is characterized by a diffuse adenomatous involvement of the 
colon, a heredofamilial incidence and a close relationship to cancer of the 
large bowel. It is a distinct disease entity and is to be differentiated from 
postinflammatory polyposis and nonfamilial discrete polyps of the colon. 
Multiple sessile or pedunculated proliferations of the mucous membrane 
of the entire colon are found. Often there is a predilection for the terminal 
bowel and, rarely, the involvement is segmental. The stomach and small 
bowel may occasionally be similarly involved. The polyps vary in size 
from a few millimeters in diameter to obstructing tumors, several centimeters 
in diameter. The proportion of sessile and pedunculated polyps can be 
correlated with the duration of the disease, the sessile polyps being noted 
during the early phase of the disease and the pedunculated type being seen 
later in the course of familial adenomatosis. The inheritable nature of the 
disease was originally observed by Cripps * in 1881, with his report of two 
patients, a brother, age 19, and a sister, age 17. Many subsequent papers 
have traced family pedigrees and established his observation as fact. 
Although all of the genetic aspects of the disease are not completely clear, 
it is felt that the adenomatous proliferations of the intestinal mucosa repre- 
sent a gene mutation. The altered gene is usually inherited as a nonsex- 
linked Mendelian dominant, and affects 50% of the succeeding generations. 
Since in one-half of the reported cases there has been a failure to demon- 
strate a familial history, the mutated gene n:ay also be transmitted as a 
recessive trait. Under the latter circumstances the hereditary factor in 
isolated cases of otherwise typical diffuse polyposis may not be recognized. 
The tendency of the polyps to undergo malignant changes has been long 
recognized, and constitutes the rationale for aggressive surgical treatment. 
A review of reported cases shows that most patients with familial adeno- 
matosis will, if untreated, die of carcinoma of the colon before the age of 50. 
In spite of an accumulation of considerable literature on the subject, our 
concepts of familial adenomatosis have changed little during the second 
quarter of this century. However, several recent articles have challenged 
the scope of the syndrome as classically described. Gardner,®'*"* while 
studying a family group with intestinal polyposis, noted two additional and 
* Received for publication May 21, 1956. 
From the Medical Service, Veterans Administration Hospital, Coral Gables, Florida. 
Requests for reprints should be addressed to Roy C. Gumpel, M. D., 335 Rushmore 


Avenue, Mamaroneck, N. Y. 
1045 


4 
4 
4 
‘ = 
| 
| 
3 
: 


1046 R. C. GUMPEL AND J. D. CARBALLO December 1956 


associated manifestations of abnormal growth. He called them, collectively, 
“surface tumors,” and noted they were of a “hard” and a “soft” variety. 
The former were bony exostoses and the latter epidermoid cysts, fibromas 
or ill-defined masses of connective tissue. Six family members demon- 
strated all three manifestations of abnormal growth: polyps of the colon, 
exostoses and soft tissue growths. More than one type of soft lesion was 
usually seen in each patient. In several members of the family, surface 
tumors were noted prior to the recognition of the polyps of the colon, and 
in additional members of the family they were present in the absence of 
familial adenomatosis. Gardner felt that the polyposis and the associated 
growths were manifestations of a single dominant gene. 

Oldfield ® recorded the occurrence of multiple polyps of the large bowel 
in three siblings of a family who suffered from sebocystomatosis. The three 
had undergone repeated operations for removal of cysts for many years prior 
to the establishment of the diagnosis of familial adenomatosis. The se- 
baceous cysts proved to be inherited as a Mendelian dominant and were of a 
paternal lineage. The author postulated that a second gene had undergone 
an associated and similar mutation in the three who developed polyposis. 

O’Brien and Wels *° described the synchronous occurrence of hereditary 
adenosis and benign fibrous tissue growths in six patients who underwent 
surgery for familial adenomatosis. In three patients postoperative fibromas 
developed at the operative sites. In case 1 two appeared at the ileostomy 
stoma; in case 2 a single fibroma developed at the operative scar, and in 
case 3 one was found in the abdominal wall and another in the mesentery. 
At the time of original surgery in cases 4 and 5, a retroperitoneal fibrous 
tissue tumor and a marked fibrous tissue hyperplasia, involving the mesen- 
tery, were seen. Two of his reported cases had associated single osteomas, 
and one had a fibrous tissue mass in the region of the right parotid gland. 

Weiner and Cooper“ reported the occurrence of multiple polyposis of 
the colon, osteomatosis and soft tissue tumors in four brothers. In addition 
to the reports cited, an occasional reference in the earlier literature showed 
an association of soft tissue growth abnormalities and exostosis with familial 
adenomatosis. The number found in relation to the number of cases re- 
viewed was few, and it is felt that the scarcity of such reports reflected the 
brevity of case abstracts and deletion of seemingly unrelated findings. 

Miller and Sweet ** reported a case that was operated on again following 
extirpative surgery for familial adenomatosis. A tumor “the size of a 
hen’s egg and located at the lower end of the original operative scar’’ was 
removed and microscopic study showed it to be a fibrosarcoma instead of 
the expected metastatic cancer. In case 2 of Pugh,”* at the time of original 
surgery a large area of induration of the mesentery was noted, and on micro- 
scopic study it was found to be a mass of fibrous tissue. Guptill ** com- 
mented on the presence of a nontender exostosis of the mandible in his case 1. 
Clark and Parker ** noted in one of their patients with familial adenomatosis 
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three large retroperitoneal leiomyomas, all of which were found invading 
the mesentery of the small bowel. In addition, as one reads over the case 
reports of familial adenomatosis, there appears to be a disproportionate 
number of cases that develop postoperative intestinal obstruction secondary 


to formation of intra-abdominal fibrous bands. 


Fic. 1. Case 1. Roentgenogram of skull, showing an osteoma of left frontal bone. 


In view of the reports on the new concept of familial adenomatosis with 
the association of “hard and soft tissue tumors,” three cases recently seen 
at Veterans Administration Hospital, Coral Gables, Florida, were evaluated 
in regard to the alleged association. Their case reports follow. 
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Case Reports 


Case 1. A 42 year old man presented a history of having multiple polyps of 
the colon, demonstrated while undergoing study for bleeding hemorrhoids in 1945. 
At that time a flat plate of the abdomen demonstrated a large mass. It was sub- 
sequently biopsied and a pathologic diagnosis of benign fibroma was made. The 
patient has been periodically seen at Veterans Administration Hospital, Coral Gables, 
Florida, since 1947. In view of the established diagnosis of familial adenomatosis, 
colectomy was recommended but was repeatedly deferred by the patient. 


Fic. 2. Case 1. Operative photograph of two mesenteric fibromata. 


Barium air-contrast roentgenograms showed polyps scattered throughout the 
colon. No gross evidence of malignancy of the colon or increase in size of the ab- 
dominal mass was noted during the period of observation. The patient always had 
the appearance of a well developed, well nourished white male. He usually appeared 
pale, and the findings of an abdominal mass, prolapsing hemorrhoids and polyps of 
the colon were repeatedly noted. The only other significant physical findings were 
a large osteoma, involving the right frontal bone (figure 1), noted prior to recog- 
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nition of the colonic polyps, and an osteoma, involving the right mandible, of a more 
recent appearance. 

During one hospitalization a hemorrhoidectomy was performed. The operation 
was followed by a continuation of rectal bleeding, the patient’s only gastrointestinal 
complaint. Multiple transfusions were periodically required. Following a severe 
episode of rectal bleeding a colectomy and ileosigmoidostomy were finally performed 
in August, 1952. At the time of surgery, in addition to the previously biopsied tumor, 
two mesenteric fibromas were seen, measuring 3 and 4 inches in diameter (figure 2). 


Fic. 3. Case 1. Resected colon, showing innumerable papillary tumors, ranging in size 
from 1 to 5 cm. in diameter. 


The gross specimen of the colon showed the entire mucous membrane to be 
covered by innumerable papillary tumors, ranging in size from 1 to 5 cm. in diameter 
(figure 3). The cecum and distal portion of the descending colon were relatively 
free of polyps. A 25 cm. segment of the distal ileum was included, and one small 
3 cm. sessile polyp was noted 8 cm. proximal to the valve. The small amount of 
mucous membrane present between the polyps was normal. No malignancy was 
noted. Postoperatively the polyps in the retained rectal segment were fulgurated, 
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and subsequently recurrent polyps have been removed during periodic proctoscopic 
examination. 

In May, 1955, the patient was reéxplored surgically and the large abdominal 
mass which had been recognized for 10 years was removed (figure 4). It was 
found to measure 28 by 16 by 12 cm. and to weigh 4200 gm. (9.25 pounds). It lay 
in the space of Retzius and apparently originated from the periosteum of the sym- 
physis pubis. The mass was reported as being a fibrosarcoma, grade II malignancy. 

Since discharge the patient has remained free of any gastrointestinal or systemic 
complaints. He has two children, ages nine and 11, both of whom are currently 


Fic. 4. Case 1. Large abdominal fibrosarcoma (9.25 pounds) removed at second operatiou. 


being studied for polyposis of the colon. A firm nodule, having the gross char- 
acteristics of an osteoma, was noted on the vertex of the skull of the older child. 
The patient has no siblings. His father is living and well. His mother recently 
succumbed from a cancer of the bowel. She had undergone surgery and no polyps 
were seen at the time of surgery. No necropsy examination was performed. There 
is no additional knowledge of family illnesses or cause of death in other relatives. 


Comment: This patient with familial adenomatosis had the associated 
lesions of osteomas, fibromas and fibrosarcoma. One osteoma was noted 
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prior to the recognition of the polyps, and at the time of recognition of the 
latter the fibrosarcoma had probably existed for a prolonged period, as 
suggested by the massive size of the tumor. 


Case 2. A 21 year old man presented a history of onset of rectal bleeding two 
years prior to his present hospitalization. During the six months preceding admis- 
sion bleeding had occurred daily, and the bowel movements had become loose and 
increased in number from two and three to 10 per day. There had been no associated 
pain or sense of urgency and no passage of mucus. The patient had noted a weight 
loss of 15 pounds and ease of fatigue, and his family had commented on his “ill ap- 
pearance.” He was evaluated by his physician, who detected anemia and multiple 
rectal polyps. Hospitalization was recommended. Of significance is the past history 
of his having had multiple operations between the ages of 12 and 20 years for the 
removal of numerous “growths under the skin.” 

On admission to the hospital the patient appeared well developed and well 
nourished. Abnormal physical findings were limited to a pallor of the skin and 
mucous membranes, multiple subcutaneous masses, and polyps on rectal examination. 
The subcutaneous masses numbered 16, and had the appearance of epidermoid cysts. 
Three polyps were felt on digital rectal examination, the largest measuring 4 cm. 
in diameter. No bony exostoses were detected. Numerous sessile and pedunculated 
polyps were seen on sigmoidoscopy. No site of ulceration or bleeding was noted. 
The small amount of intervening mucous membrane appeared normal. 

The patient had three siblings: a brother died during infancy of pneumonia; a 
second brother died from acute leukemia during early adolescence, and a third sibling, 
an 11 year old girl, is living and free of gastrointestinal complaints. She is currently 
being evaluated for the possible existence of polyposis of the colon. A maternal 
grandfather was known to have “cancer of the bowel.” Knowledge regarding 
existence of associated polyposis is not available. The patient’s mother has “nervous 
diarrhea” of five years’ duration. Although movements are always loose and nu- 
merous, during times of nervous stress they increase to 10 a day. In view of the 
family history, the mother is suspected of having polyposis of the colon. Unfor- 
tunately, she has been recalcitrant to suggestions directed towards an adequate 
gastrointestinal investigation. 

During his preliminary work-up a subcutaneous nodule was removed from the 
anterior chest wall and examined. The pathologic report revealed it to be an epi- 
dermal cyst. In view of the patient’s youth and the feeling that he would cooperate 
with a program of adequate postoperative follow-up, an attempt was made to preserve 
the terminal rectum. After he had undergone a series of fulgurations of polyps of 
the terminal rectum, a colectomy with an ileosigmoidostomy was done. The operative 
and postoperative course was uncomplicated. The mucous membrane of the re- 
sected bowel was covered with a carpet of adenomatous proliferations (figure 5). 
No gross evidence of malignancy was detected. The microscopic study showed 
“multiple adenomatous polyps with atypical epithelial changes.” 


Comment: This patient with familial adenomatosis had the associated 
lesions of multiple epidermoid cysts. Their existence and recognition had 
antedated the appearance of symptoms due to the polyposis by many years. 


Case 3. A Negro male was first evaluated at the age of 54 years. At that time 
he presented a history of diarrhea of eight years’ duration. The severity of the 
diarrhea had increased in the year preceding hospitalization, and the passage of loose 
stools was frequently accompanied by blood and mucus. Multiple polyps of the 
rectum and sigmoid were noted by both sigmoidoscopic and barium x-ray studies. 
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Fic. 5. Case 2. Air-contrast barium enema, showing polyposis of entire large bowel. 


A laparotomy was performed during that hospitalization and an extensive induration 
of the mesentery of the sigmoid and rectosigmoid was noted. Biopsies were taken 
from several areas. In the belief that the induration represented malignant involve- 
ment, a colostomy was performed in preparation for an abdominoperineal resection. 
The histologic reports of the biopsied specimens revealed fibrous and lymphoid tissue 
with no malignant involvement. 

In March, 1947, a second operation was undertaken with the intention of per- 
forming a left hemicolectomy. However, the extensive infiltrative process affixed 
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the colon to the bladder and pelvic walls in such a manner that the resection could 
not be carried below the sigmoid area. That part of the colon which was removed 
was found to be free of polyps. Because of the persistence of diarrhea and melena, 
the patient was reévaluated in July, 1949, and at that time sigmoidoscopy again 
demonstrated polyposis, which was now described as multiple, ranging in size from 
1 mm, to several centimeters in diameter. A third operation was done and the re- 
maining sigmoid and rectum were removed. The pathology report described 
“myriads of firm papillary elevations with no evidence of malignancy.” The patient 
did well postoperatively until April, 1951, when an episode of massive gastrointestinal 


Fic. 6. Case 2. Resected colon, showing multiple adenomatous polyps. 
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bleeding occurred. Following multiple blood transfusions, an emergency operation 
was done and the source of hemorrhage was found to be a benign leiomyoma of the 
jejunum which measured 1 by 1.5 by 2 inches. Following the operation the patient 
has remained free of any gastrointestinal complaints. 

Through his many hospitalizations, physical examinations repeatedly demon- 
strated the presence of multiple soft tissue tumors located in the subcutaneous tissue 
and involving most segments of the body. Their difference in size, shape and con- 
sistency suggested several different types of growth abnormalities. At various times 
several were removed and reports of epidermoid cysts and benign fibromas were made. 

The soft tissue growths had apparently been present since childhood. Prior to 
establishment of the diagnosis of adenomatosis of the colon, believing the bleeding 
was of that etiology, the patient underwent a hemorrhoidectomy. He was unable to 
furnish a history regarding previous illnesses and present health of family members, 
due to limited contact, and family members were not available for examination. 


Comment: This patient with a diagnosis of familial adenomatosis of a 
segmental type had had, since youth, the associated lesions of epidermoid 
cysts and subcutaneous fibromas. At the time of the initial operation the 
mesentery was found to be involved with an area of diffuse fibrosis. At a 
subsequent operation a leiomyoma of the small intestine was found. 


DISCUSSION 


The ideal approach to the management of cancer is one of prevention. 
That familial adenomatosis lends itself admirably to the practice of cancer 
prevention is attested to by the statement of Scarborough * that “probably 
no benign process has a higher incidence of malignant degeneration than 
polyposis.” Familial adenomatosis begins as a benign process and develops 
into carcinoma of the large bowel if the patient survives long enough and 
the lesions are not detected and removed in their premalignant phase. In 
those so affected, the polyps characteristically undergo malignant changes 
at an early age, and the changes are often characterized by a multifocal 
malignant degeneration. 

Because of the mildness of the early symptoms of the disease, the patients 
unfortunately do not present themselves for examination and treatment 
until a number of years have elapsed. The usual symptoms of diarrhea, 
passage of blood and mucus, and attacks of cramplike abdominal pain result 
in their being treated for prolonged periods for nonexistent hemorrhoids, 
colitis, amebiasis and other intestinal disorders. The correct diagnosis is 
finally established by an adequate investigation which includes digital rectal 
examination, sigmoidoscopy and roentgenographic study, the latter prefer- 
ably by the combined double-contrast method. The frequency with which 
an invading malignant lesion is already present when the patient first applies 
for treatment is discouraging and approximates 40%. In many whose 
diagnoses are so delayed, palliative surgery alone is all that is practical. In 
a few the finding of associated malignancy does not necessarily exclude 
curative surgery, for in cancer of the bowel the relatively slow rate of growth 
and late metastasis serve to enhance the rate of operability. 


{ 
is 
4 


Vol. 45, No. 6 NEW CONCEPT OF FAMILIAL ADENOMATOSIS 1055 


A correct and early diagnosis can be made if a strong suspicion of poly- 
posis is entertained and the appropriate studies are instituted in evaluation 
of suspicious gastrointestinal symptoms. When a rectal polyp is detected, 
a study for additional polyps is mandatory. When cancer of the colon is 
diagnosed a careful study for associated adenomas should be made. At 
the time of surgery this may be difficult for, in the absence of malignant 
changes, the external appearance of the bowel is usually normal, and since 
the polyps are often soft in consistency they frequently cannot be palpated 
through the bowel wall. If multiple polyps are detected and if they are 
of a noninflammatory type, a great responsibility is placed on the physician, 
for he must undertake an exhaustive study of relatives in order to detect 
the existence of polyps of the colon while still in a premalignant phase. The 
diagnosis cannot wait for establishment of a picture of large bowel dys- 
function. That the relatives are apparently asymptomatic does not exclude 
the existence of polypoid disease. 

Familial adenomatosis is considered to be a disease of adolescence and 
early adulthood, the average age for appearance of the pulyps being 20 
years. Although polyposis is usually manifest by the end of the third decade 
of life, youth or senility should not exclude a family member from an ade- 
quate investigation. Four children*”***® were reported to have familial 
adenomatosis prior to two years of age, the youngest being a four month old 
infant. Of the eight patients that died in the series of McKenney, *° four 
were 24 or under, the youngest being a 15 year old boy who developed a 
rectal perforation at the site of a necrosing carcinoma. ‘The frequent need 
for examination of children arises from the fact that affected persons are 
usually well along in their reproductive life when the disease becomes 
clinically manifest. The average age at death is approximately 20 years 
younger than that from cancer of the rectum and colon in the general popu- 
lation. Death from malignant degeneration has occurred past the fifth 
decade, and Strode * reported the finding of familial adenomatosis in a 
patient aged 70. 

To find a relative free of adenomas does not exclude him from further 
examination, as the adenomas may appear in subsequent years. A planned 
program of periodic reéxamination of all members of the family will afford 
a practical and rewarding means of preventing cancer. Lockhart-Mum- 
mery * examined a 39 year old man because of a family history of familial 
adenomatosis and found the colon free of polyps. On reéxamining the 
patient four years later he detected “myriads of tiny polyps.” 

Any means by which attention is directed toward a case of familial 
adenomatosis will be welcome and will do much toward reducing the scourge 
of death attributed to that disease. That such a means might now be 
available is suggested by the reports and cases enumerated in this report. 
They suggest a correlation between the existence of exostoses, epidermoid 
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cysts and benign and malignant tumors of connective tissue origin and 
familial adenomatosis of the colon. The reports are still too few to permit 
more than a speculation as to whether the alleged association is significant. 
It is hoped that this report will result in a review of previous series of 
familial adenomatosis directed toward determining the coexistence of as- 
sociated growth abnormalities. Comments on their presence or absence 
in future reports will be necessary. It cannot yet be said whether the 
abnormalities of growth represent additional manifestations of the same 
disease process caused by mutation of a single pleiotropic gene, or whether 
they are fortuitously occurring congenital anomalies due to multiple muta- 
tions of distinct genes. 

An editorial ** in The Lancet, commenting on the additional features 
associated with polyposis, states that “mutation of any of a group of distinct 
and linked genes may result in the same biochemical dysfunction. The 
side effects of these mutations may well differ and so add different features 
to the main condition.” 

An associated existence of multiple congenital anomalies is well known. 
Hereditary multiple exostosis is one of the most frequent hereditary mal- 
formations of the skeletal system. Sebocystomatosis represents another 
congenital malformation and both, in common with familial adenomatosis, 
develop gradually during and following childhood. All three are usually 
inherited as Mendelian dominant traits and are incompletely or nonsex- 
linked. All represent a disturbance of the normal growth patterns, the first 
two a disturbance of the glands of the colonic mucosa and skin, and the 
other, in common with tumors of connective tissue origin, a disturbance in 
growth of mesenchymal tissue. 

From the reports enumerated from the literature, plus our own ob- 
servation, it is suggested that patients with familial adenomatosis demon- 
strate an unusual mesenchymal tissue behavior. This may appear early 
and be manifest as fibromas, fibrosarcomas, leiomyomas or exostoses, fre- 
quently in subcutaneous, mesenteric or retroperitoneal locations. In other 
patients the abnormal tendency appears only in response to injury, and takes 
the form of intra-abdominal fibrous adhesions or connective tissue growths 
at the sites of operative trauma. 

It is suggested that, with the finding of one of the abovementioned 
growth abnormalities, a detailed personal and family history be obtained, 
directed toward detection of gastrointestinal symptoms. Even in their 
absence it is felt that a diagnostic survey should be undertaken to rule out 
the coexistence of familial adenomatosis. The finding of such growth 
abnormalities, in the absence of polyposis, might be suggestive of the in- 
heritance of the abnormal gene, with the examination being performed in 
a stage prior to the appearance of colonic adenomatosis. Under such cir- 
cumstances, the possible significance of the future appearance of gastro- 
intestinal symptoms in the patient or his family should be made known. 
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CoNCLUSION AND SUMMARY 


Recent literature has suggested that there is an association between 
familial adenomatosis and additional growth abnormalities. Three cases 
of familial adenomatosis were recently seen and were evaluated in regard 
to the alleged association. In addition to the reported findings of epi- 
dermoid cysts, exostosis and fibromas, a fibrosarcoma and leiomyoma were 
detected. In all three of the cases reported, the existence of the associated 
growth abnormalities was recognized prior to the establishment of the diag- 
nosis of familial adenomatosis or to the appearance of gastrointestinal 
symptoms. 

If subsequent reports of additional cases of familial adenomatosis or 
reviews of previously reported series demonstrate the alleged association to 
be real, a means for early detection of premalignant polyps will be afforded. 
The finding of any of the reported abnormalities of growth will thus serve 
as an important tool in the practice of cancer prevention of the large intestine. 


ACKNOWLEDGMENT 


The authors are indebted to John M. Rumball, M.D., Chief, Medical Service, Veterans 
Administration Hospital, Coral Gables, Florida, under whose guidance the reported cases 
were studied and who critically read the original manuscript. 


SUMMARIO IN INTERLINGUA 


Le morbo designate como adenomatosis familial es characterisate per un diffuse 
affection adenomatose del colon, un incidentia heredofamilial, e un stricte relation a 
cancere del grande intestino. Plure recente articulos ha attaccate le character 
restringite ascribite a iste syndrome in su description classic. Le association de altere 
anormalitates de crescentia con illo esseva signalate, incluse multiple cystes sebacee, 
crescentias de histo fibrose, e exostoses. Un revista del litteratura plus ancian revelava 
un certe numero de casos in que ille anormalitates de crescentia esseva associate con 
le lesiones polypoide de adenomatosis familial. In recente tempores le autores ha 
vidite tres casos de adenomatosis familial que illes ha evalutate in respecto al supra- 
mentionate association. A parte le coexistentia del jam enumerate lesiones, un del 
patientes habeva un fibrosarcoma e un altere un leiomyoma. In omne le tres casos, 
le existentia del associate anormalitates de crescentia esseva recognoscite ante le 
establimento del diagnose de adenomatosis familial e ante le apparition de symptomas 
gastrointestinal. 

Le tactica ideal verso le problema de cancere visa a su prevention. Adenomatosis 
familial offere un campo admirabile pro le application de iste principio, viste le alte 
incidentia de degenerationes maligne in ille initialmente benigne processo. Omne 
medio resultante in le precoce signalation de adenomatosis familial es benvenite, nam 
omne tal medio contribue al reduction del mortalitate attribuibile a ille morbo. Le 
facto que un tal medio se trova nunc a nostre disposition es suggerite per le reportos 
e le casos enumerate in le presente articulo. Si futur reportos de casos additional de 
adenomatosis familial o revistas de series previemente publicate resulta in le verifica- 
tion del association in question, un medio additional pro le prevention de cancere del 
grande intestino va esser disponibile. 

Post le constatation de un del supra-mentionate anormalitates de crescentia, le 
historia personal e familial del patiente debe esser obtenite con attention special pres- 
tate al detection de symptomas gastrointestinal. Mesmo in le absentia de tal symp- 
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tomas nos crede recommendabile le execution de un revista diagnostic pro eliminar 
le possibilitate de coexistente adenomatosis familial. 
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THE “COLLAGEN DISEASES” 


THE practice of grouping together five or six probably unrelated diseases of 
unknown pathogenesis as “the collagen diseases” continued to disturb people. 
Sir Henry Cohen discussed the problem in detail both historically and critically 
in the light of our present knowledge. He pointed out that “the cliché—collagen 
disease—is becoming the refuge of the diagnostically destitute.” *°° The edi- 
torial opinions expressed in the last Rheumatism Review concerning the use of 
this term remain valid, namely: “The term ‘collagen diseases’ serves a useful 
purpose at the present, but should be regarded as temporary, subject to revision 
as our knowledge advances.” There were numerous reviews stressing the clini- 
cal features 7% 1986, 1117, 1463, 2298 and morphologic pathology *** 5° 1417, 1187 of the 
group. Many of the latter reviews included detailed speculation on possible 
mechanisms, relying strongly on histochemical evidence.?!* 58? 5%, 1187, 1463, 1755 
Although not specific, fibrinoid change was regarded as the histologic hallmark 
and anatomic common denominator of this group of diseases.11*>*517 It was 
emphasized, however, that the capacity of connective tissue to respond to disease 
is limited,*** and that the unitarian concept of an all-embracing “rheumatic 
process” is no more reasonable than is the assumption that all diseases of the 
nervous system have a common etiology.%*** The lack of agreement concerning 
the nature of the fibrinoid change remained unresolved, some feeling it repre- 
sented altered ground substance,'*** **°° +76 some raising the possibility of its 
intravascular origin.14** Alterations in the fine structure of collagen fibers, as 
revealed by the electron microscope, were demonstrated in experimentally pro- 
duced local anaphylactic lesions of the Arthus type.‘7*® [Most electron micro- 
scopic studies have not demonstrated such changes in collagen in the lesions of 
“collagen disease.’—Ed.] A possible allergic basis was discussed critically.?** 
The relationship between connective tissue morphogenesis and the observed 
pathologic lesions was treated thoroughly.***5 17% 


There were several case reports that could not be classified.1°®* One patient, 
presenting clinical features of polyarteritis and systemic lupus erythematosus (SLE), 
showed miliary tuberculosis at autopsy.14°° The interesting syndrome of cardio- 
vascular collagenosis was described in detail. In this entity, widespread focal involve- 
ment of the connective tissue was seen but no specific lesions of a particular member 
of the “collagen group” could be detected.t** [It would be difficult to separate these 
patients from those with polyarteritis discussed below——Ed.] The pulmonary manifesta- 
tions of the various “collagen diseases” were believed to be strikingly similar.1*** The 
ocular,?57, 996, 2050 and eye, ear, nose and throat 1°88 aspects of this group of diseases 
were reviewed. Many reviews were published concerning the treatment of the “col- 
lagen disease” group with cortisone or corticotropin. General principles were outlined 
in some.®9% 1171, 1994 [Specific reports are discussed in their appropriate sections.—Ed. ] 


Systemic (Disseminated) Lupus Erythematosus 


Since the term “disseminated” failed to distinguish between constitutional 
manifestations and widespread skin involvement without constitutional dis- 
turbances, it seemed preferable to designate the former condition as systemic 
lupus erythematosus.*** °'* The use of the L.E. cell test has broadened the 


concept of systemic lupus erythematosus (SLE) so that the unusual clinical 
,556, 913 


onset and the extreme vagaries of the clinical course have been recognize 
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[It has also resulted in some confusion. Some workers have diagnosed SLE in any 
condition exhibiting the L-E phenomenon. Others have withheld judgment as to the 
specificity of this test—Ed.] The relationship between discoid and systemic dis- 
ease has not been entirely settled. Probably less than 1% of the patients with 
typical discoid lupus may develop systemic disease; however, as many as 25% 
of cases of SLE may have begun as the discoid form.*** When thoroughly 
investigated, some patients with typical discoid lupus were found to have lab- 
oratory evidence of systemic disease, i.e., elevated erythrocyte sedimentation 
rate, elevated serum globulin and leukopenia,***"** and positive L.E. cell 

Clinical Features. Typical patients were females between 20 and 40 years 
of age, but the onset of disease could occur in either sex as early as three and 
as late as 63 years of age.?®% 78%, 1081, 1613,1891 The sex incidence was more 
nearly equal among a group of juvenile patients."** The racial heritage was 
diverse and included Negroes."* JTdentical twin sisters**° and a 
mother and son **** developed the disease, but hereditary factors have not been 
considered of major importance. Exposure to sunlight and drug therapy were 
common precipitating or exacerbating factors."**:*** The effect of the pregnant 
state was not consistent, appearing to exacerbate the disease in two patients,°* 
temporarily to benefit two patients,°*® but not to alter the course of three pa- 
tients.°*® The consensus of many dermatologists was that activity of the disease 
was not influenced by pregnancy.®® [More factual data as to the effect of preg- 
nancy on the course of this disease are needed—Ed.] Major or minor surgical 
procedures were thought not to influence its course.*** Psychologic stress was 
said to be a consistent factor in the precipitation of onset, recurrence or exacerba- 


tion, whereas favorable psychologic influences appeared to mitigate the severity 
of the disease.*** [Observations were made on psychologic development, symptoms 
and clinical course of 42 patients, but unfortunately were presented only in abstract 
form. It would be of great interest to have more details of this provocative study. 
—Ed.] In one series more than 20% of the patients survived five years from 
clinical onset,’°** and one additional patient survived 23 years from clinical 


The protean clinical manifestations of SLE were again reported.’ 782; 1081, 1810, 
1891 Specific aspects that were commented on included joint involvement that ranged 
from arthralgia to a deforming arthritis typical, by all examining modalities, of rheu- 
matoid arthritis.2147 Definite rheumatoid deformity was recorded in 19 of 62 patients 
with SLE.55* [In this series, the diagnosis of SLE often was made on the basis of a 
positive L.E. cell test. Most of us would regard many of these patients as having rheumatoid 
arthritis and exhibiting the L.E. phenomenon, rather than as having SLE—Ed.] Poly- 
morphous skin manifestations included urticaria tending to bulla formation,’"® papulo- 
necrotic tuberculid-like eruption,1®®° multiple skin and subcutaneous nodules,14*® dermal 
gangrene 188° and Raynaud’s syndrome. 556, 1880 

Nephropathy when present was usually of the nephrotic type, with initial pro- 
teinuria, and, later, hypoalbuminemia, edema and hypercholesterolemia. Azotemia and 
hypertension have been noted later in the course of the nephrotic syndrome. Renal 
manifestations were prominent at the clinical onset of the disease in one patient.55¢ 
Hypertension occurred only in association with severe renal involvement unless other 
factors were acting, but was infrequent with mild renal involvement.**? 8° Although 
evidence of cardiac involvement (pericardial, myocardial, endocardial) was common, 
no constant correlation between clinical findings and specific pathologic lesions was 
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noted.55® 1002, 1891 Radiographic pulmonary changes consisting of small, irregular 
parenchymal shadows that varied in extent within short periods were seen in one third 
of a small group of patients.?127_ [However, the changes described and illustrated were 
nonspecific and, without other clinical data, did not seem characteristic enough for diagnosis. 
—Ed.] Pulmonary manifestations, such as pneumonitis and pleuritis, have occasion- 
ally dominated the clinical picture.1°%°2 [Subsequently, the frequency of pulmonary paren- 
chymal involvement has been emphasized by A. M. Harvey and coworkers.—Ed.] 

Gastrointestinal symptoms occurred in approximately one third of 62 patients 
in one series, and occasionally were a presenting complaint.°5* The frequency of 
splenomegaly has probably been overemphasized, since in recent groups not over 20% 
of patients have exhibited this finding. Lymphadenopathy was found in a little more 
than one third of the patients.5** 1°8 Multiple central nervous system manifestations, 
especially toxic psychosis and convulsive seizures, were seen during the active phase 
of the disease.55% 1981 Epilepsy, however, has preceded by years the onset of recog- 
nized SLE.1822_ Peripheral neuropathy °*° and spinal cord transection 1®® have been 
seen. With no gross mental or neurologic abnormalities, abnormal electro-encephalo- 
grams have been found.1®55> Cotton wool exudates, hemorrhages, retinal edema, papil- 
ledema and vasculitis were found on ocular fundus examination.°®® 1°81 [Cytoid bodies 
were not emphasized, and it seems likely that their resemblance to exudates made it difficult 
to distinguish them clinically —Ed.] 

Platelet Thrombosis Syndrome. The platelet thrombosis syndrome (thrombotic 
micro-angiopathic hemolytic anemia, thrombotic micro-angiopathy) was thought to 
fall into the group of “collagen diseases” because of its frequent clinical similarity to 
SLE, polyarteritis and allied diseases; and because of pathologic evidence for the 
disseminated involvement of vessels of microscopic caliber.14® 2998, 2095 Clinically this 
condition has been characterized by fever, hemolytic anemia, thrombocytopenia, pur- 
pura and fluctuating neurologic disturbances. The pathognomonic finding was a 
very widely disseminated thrombosis of the smallest caliber blood vessels, most often 
found in the myocardium, the capsular zone of the adrenals, and the renal cortex. The 
vessels were occluded by granular or hyaline eosinophilic material thought—but not 
proved—to be platelet thrombi.2°°* Arthritic symptoms and findings were sometimes 
noted. Five new cases were reported,14® 2993, 2095 Two patients with clinical and 
autopsy findings very similar to SLE were described.1*¢ 

Clinical Pathology. Moderate to severe degrees of normochromic, normocytic 
anemia were commonly seen, apparently due to retarded erythropoiesis without bone 
marrow hypoplasia or 1°55, 1208 The direct Coombs’ test has been posi- 
tive without evidence of hemolysis.%* #18782 Cold autohemagglutinins have been 
demonstrated in sera of patients without evidence of hemolysis.®** 782 1845, 1865 Rare 
blood group antibodies have developed following whole blood transfusion.12°%: 1460 
Leukopenia was a common finding, but a leukocyte response to infection or severe 
disease could occur.146° Thrombocytopenic purpura has antedated by years other 
clinical evidence of SLE,"®? and has occurred as well during the more typical clinical 
course.*1%, 556, 718, 1891 A circulating anticoagulant retarding the conversion of pro- 
thrombin to thrombin has been noted to cause coagulation defects.44? Serum globulin 
concentrations were commonly elevated,55* 59 1081, 1891 hut serum albumin concentra- 
tions were not depressed in patients with clinically mild disease.19° Complement 
activity of serum was often reduced.® 2166, 2215 Serum hexosamine levels were com- 
monly elevated,?°% 299 but this was found in a variety of related and unrelated dis- 
eases.21° Chronic positive serologic tests for syphilis have been reported in patients 
with SLE without clinical or historical evidence of syphilis.55% 1081, 1891, 2314 [And 
also have been shown to be negative with the treponema immobilization test—Ed.] This 
so-called chronic biologic false-positive serologic test has preceded the clinical onset 


of SLE by years.91¢ 1490 
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The “L.E. Cell.’ The typical L.E. cell was described as a large, mature 
polymorphonuclear neutrophilic leukocyte containing a mass of homogeneous, 
near-purple material (Wright’s stain) displacing the nucleus to the periphery.*** 
$90, 2045 Fixact morphologic criteria were demanded in order to make a specific 
diagnosis.1°7 557, 89, 2821 The presence of the cell has been primarily an in vitro 
phenomenon; it has been demonstrated in the buffy coat smear of heparinized 
blood,55* 1397, 2066, 2224 clotted blood, 228, 1261, 1262, 1359, 2321 defibrinated blood,®?” 1376 
in smears of freshly drawn peripheral blood,**** and in pericardial fluid.*** 
There was no agreement as to the most sensitive technic. Aggregates of poly- 
morphonuclear neutrophilic leukocytes surrounding masses of homogeneous ma- 
terial (rosettes) were frequently found in association with L.E. cells, but their 
presence in a preparation was suggestive, not diagnostic. Atypical L.E. cells 
have been produced in artificial blisters on the skin of patients with SLE.*?° 


Evidence was again presented that the inclusion material is partially depoly- 
merized desoxyribose nucleic acid, primarily derived from nuclei of other polymo-- 
phonuclear granulocytes. An antigenically distinct serum factor found in the gamma 
globulin fraction was believed to cause the nucleolysis.12®? The factor was asso- 
ciated, but not identical, with a plasma factor that reduced the redox activity of 
granulocytes ; #54 cortisone did not inhibit its activity,4#* but cold did.2°** It was not 
associated with serum desoxyribonuclease,’*1® but was inhibited by an inhibitor of 
serum DNAase obtained from human leukocytes; this suggested that the L.E. plasma 
factor alters the equilibrium of an intracellular system of DNAase and DNAase 
inhibitor.2217 

Rabbit antiserum against human granulocytes produced agglutination, lysis and 
nucleophagocytosis of normal leukocytes and formation of some cells that closely 
resembled L.E. cells.) 2322, A high molecular weight heparinoid was found, after 
incubation with normal gamma globulin, to induce the formation of L.E. cells.1% 
Fungi, particularly the aspergillus group, induced alterations in normal white blood 
cells closely resembling L.E. cells.°44 Other technics were less successful in producing 
L.E.-like cells.192¢ 


The L.E. cell phenomenon occurred in more than 60% of the patients with 
typical SLE.5** 126, 2066 Tt was considered a valuable diagnostic aid when the 
presenting features were atypical,®°" but was of no prognostic import.®?* 181% 
821 The L.E. cell phenomenon generally remained demonstrable in patients 
who had undergone a spontaneous remission,”** *'?: *#°° or who were maintained 
in asymptomatic remission with ACTH or cortisone.*®* °°*: *°7°, 1460, 1891, 1973, 2066 
The L.E. phenomenon was reported in three patients with apparent penicillin 
sensitivity.24** [At least one of these patients had a clinical syndrome compatible 
with SLE.—Ed.] One L.E. cell was reported from a patient with generalized 
moniliasis."*° [The cell, however, was not described, nor were photographs pre- 
sented. More evidence is required before accepting this patient as a “bona fide” false- 
positive—Ed.] L.E. cells have also been reported in the hydralazine syn- 
drome.*#* Many other patients with “collagen diseases” other than SLE, as 
well as a wide variety of unrelated diseases, did not demonstrate the phenomenon. 
557, 999, 1262, 1810,1978 [The occurrence of the L.E. phenomenon in patients with rheu- 
matoid arthritis is discussed in the section on Rheumatoid Arthritis —Ed.] 

Etiology and Pathogenesis. The etiologic and pathogenetic basis for SLE 
continued to be highly speculative.***: ******° The apparent increase in inci- 
dence of SLE and other pararheumatic diseases suggested a relationship to the 
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widespread use of chemotherapeutic agents,’"* as these agents may give rise to 
antigenically distinct gamma globulins that act as auto-antibodies."*° Histo- 
chemical studies supported the concept that a disturbance of nucleic acid metabo- 
lism is a pathogenetic factor.4** Another suggested hypothesis referred to the 
production of an abnormal gamma globulin injurious to mesenchymal tissue.*°* 
Viremia has been reported in one group of patients.’**® [The last two sugges- 
tions appear less tenable—Ed.] 

Pathology. The republication of the classic paper by Baehr, Klemperer 
and Schifrin,®* originally published in 1935, served to reémphasize the wide- 
spread involvement of the peripheral vasculature. But no definite statement 
could be made concerning the relation between these lesions and the extra- 
vascular alterations in connective tissue such as fibrinoid change, swelling of 
the ground substance, fragmentation and destruction of elastic fibers, necrosis 
of tissue cells with nuclear pyknosis and karyorrhexis forming hematoxylin 
staining bodies.?%% 78» 1981, 1186, 1810, 2284 earliest pathologic change, as ex- 
emplified in cutaneous blood vessels, was dilatation, followed by edema, exuda- 
tion and infiltration of the vessel wall and abnormal staining of connective tissue 
with destruction of elastic fibers.14** However, these changes were not suf- 
ficiently specific for diagnostic purposes,’°** although more advanced changes 
were considered diagnostic.**® In serial sections of muscles, nerves and synovia, 
this pattern of vascular alteration was seen typically in small veins with occa- 
sional lesions in small arteries, but perivascular cellular aggregations did occur 
without alteration of the vessel. Focal muscle and nerve degeneration could 
not be well correlated with the degree or distribution of the vascular damage. 
This vascular reaction was said to be identical with that seen in some patients 
with active rheumatoid arthritis. In comparison, the vascular lesion in arteritis 
was found primarily in small and medium-sized arteries, with occasional involve- 
ment of the veins.*5?% 


Examination of the eyes in one patient with retinopathy revealed “cytoid” bodies 
without necrotizing vasculitis, but some vessels were cuffed with lymphocytes.'® 
Diffuse or focal fibrinous pericarditis frequently occurred, with fibrinoid change in 
the extracellular tissue. It healed at times with fibrous adhesions.8§ Chronic inter- 
stitial pneumonitis, and alveolar hemorrhage plus basophilic mucinous edema of 
alveolar walls and peribronchial and perivascular tissues, were seen; these were dis- 
tinguished from the changes of ordinary pyogenic bronchial pneumonia.®* Lesions 
of the alveolar septum and bronchiolar wall were reported in two patients without 
clinical evidence of pulmonary insufficiency.128* Focal or disseminated enceplialo- 
malacia without clinical counterpart was attributed to an arteritis involving smaller 
cerebral arteries.7°* Certain lesions of the lymph nodes were felt to suggest the 
diagnosis.15°* Hematoxylin bodies were described in association with angiitis in 
the absence of other characteristic changes of SLE.*?91 Synovial biopsies in four 
patients with SLE showed wide variations, ranging from mild inflammation to villous 
hyperplasia or scarring.*®® 


Treatment. The extreme vagaries of the clinical course of SLE make 
evaluation of therapy difficult. Prompt symptomatic improvement following 
administration of corticotropin and/or cortisone was repeatedly reported."**: 1°°* 
1085, 1230, 1232, 1417, 1554, 1703, 2032, 2125, 2239 Large dosage of steroid was required to 
control symptoms in certain patients with extremely active disease.** There 
was no evidence that steroid therapy altered the fundamental disease process.’** 
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1460, 1891 Flarly mild nephropathies at times disappeared *** or improved *°** with 
vigorous steroid therapy, but more advanced nephropathy usually was not bene- 
fited, or possibly was made worse.®?* 1958 2147 Hemolytic anemia has been modi- 
Serum hexosamine,” serum gamma globulin,®*® and plasma fibri- 
nogen levels tended to fall, whereas serum complement titer and 
serum albumin *?"* rose with therapy. No relation was noted during hormonal 
therapy between changes in the erythrocyte sedimentation rate and any single 
electrophoretic fraction.2*** Miliary tuberculosis has developed as a complica- 
tion of corticosteroid therapy.*** 1026, 1184, 1692, 2179 also has occurred in 
patients with SLE who have not received steroids.—Ed.] 

The distinct clinical impression has arisen in some quarters that the use of 
steroids in a severe exacerbation of SLE has been lifesaving and that therefore, 
necessarily, life has been prolonged.?% 1047, 1171, 1978, 2147 Evaluation of the 
effect of steroid therapy on the prolongation of life in a series of patients with 
SLE was attempted by two groups, but results were conflicting.°** °* [Each of 
these studies is subject to criticism of the experimental design. ‘These two groups, 
alone, however, grappled with this difficult question. A more recent appraisal of the 
approach to this type of study has been made by A. M. Harvey and associates ( Medi- 
cine 33: 291, 1954).—Ed.] 


Other Measures. Atabrine administration coincided with periods of clinical 
improvement in one patient,1°®® but generally was found to have no salutary effect.°1* 
1163, 1600 Temporary clinical remission occurred during chloramphenicol administra- 
tion in one patient.1°3 Nitrogen mustard and triethylene melamine were administered 
to five patients, with inconsistent response.178* Administration of a cinchoninic acid 
derivative had no striking effect.178® Splenectomy did not consistently relieve throm- 
bocytopenic purpura when present, and did not appear to alter the course of patients 
without hematologic abnormalities.1°** Hydrocortisone injected into the pleural space 
appeared to slow the rate of recurrence of effusion.®*® 


Arteritis 


The variety of conditions, both clinical and experimental, which are charac- 
terized by necrosis and inflammation of the arteries has become bewildering. 
While some proposed a classification based on type and distribution of lesions,?*1*» 
2818 the work of others suggested that such differences may depend primarily on 
the duration of the reaction.”*? In the following discussion, therefore, peri- 
arteritis nodosa, polyarteritis, panarteritis, necrotizing arteritis, allergic arteritis 
and hypersensitivity arteritis will be referred to simply as arteritis, to avoid 
implying etiologic and morphologic classifications not warranted at this time. 

Clinical Features. There were several case reports illustrating that the 
syndrome occurred in infancy and childhood * *** 54 6% with the same manifes- 
tations as in adults. It is possible to cite only a few of the case reports and 
reviews that characterized the variegated clinical course of this disease and 
illustrated its protean nature.*** 575 841, 956, 1100 Qecular lesions due to arteritis 
affecting extrinsic eye muscles, sclera and the uveal tract have been described."** 
1040, 1827, 2278 Skin involvement was manifested as nodules,®” and 
lesions of livedo racemosa.’**? Neuromuscular involvement without major ar- 
thritic manifestations was common, but Felty’s syndrome (full-blown clinical 
rheumatoid arthritis) has been described with arterial lesions.**°* **® Arteritis 
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occurred without peripheral hypertension in a large group of patients.?**7 Pri- 
mary pulmonary hypertension with the characteristic lesions of pulmonary arteri- 
tis was described.*°°? Bilateral involvement of the auditory nerve causing 
deafness was also reported.***° Peripheral nerve symptoms were attributed to 
disease of the vasonervorem and simulated the Guillain-Barré syndrome.'*”* 
Renal lesions with characteristic necrotizing glomerulitis were seen, but 
uremia of a significant degree did not always indicate an early fatal outcome.*** 
Unusual expressions of this disease included infarction of the liver,1®%* 168° 
infarction of the ileum with perforation,’°** and diabetes mellitus due to hemor- 
rhagic pancreatic necrosis.°* Cases with acquired hemolytic anemia were re- 
ported.*’® +827. [These cases do not appear to be completely evaluated, and could 
well represent SLE.—Ed.] Arteritic lesions were also encountered in association 
with other diseases, such as tuberculous mediastinitis,"* disseminated platelet 
thrombosis, pulmonary silicotuberculosis and sarcoidosis-like lymphadenopa- 
thy.*°°? [Although these reports are unusual, they add nothing to our understanding 
of the basic process. They do indicate that any vessel in the body may be involved and 
lead to symptoms.—Ed. ] 

Pathology. The pathologic lesion was described as an inflammation involv- 
ing all layers of the vessel wall, usually with the deposition of fibrinoid mate- 
rial.°* The involvement in a vessel could be localized, with normal adjacent 
areas, and did not necessarily affect the entire circumference. The area of 
inflammation could be weakened, leading to an aneurysmal dilation, or the 
artery might thrombose, resulting in infarction of the tissue it supplied. All 
stages from acute to healed arterial lesions could be found in the same patient. 


Arterial lesions were demonstrated in the synovia obtained by biopsy in two of 
four patients with periarteritis nodosa.*°® An unusual granulomatous lesion of renal 
glomeruli was noted,1#?® and one additional case presented verrucous endocarditis at 
autopsy.°48 In the variety that carried the eponym Wegener’s disease, granulomatous 
lesions were found in the upper and lower respiratory tract as well as in the kidney, 
with typical arterial lesions elsewhere throughout the body.1* 2° Some argued that 
this represented a different entity because of the presence of these granulomata.*®° 
But others likened sarcoidosis to an arteritis, with the granulomatous lesions regarded 
as a stage of the disease process.1°54 


Etiology. The etiology remained obscure, with both clinical and experi- 
mental observations continuing to emphasize the role of hypersensitivity in at 
least some forms of arteritis. Clinically, the administration of many medications 
has been associated with the development of arteritis: sulfonamides,®** hydan- 
toin,®** penicillin,?** a mercurial preparation,’”’ and thiouracil.‘°® 47% 9° 
[ The association with thiouracil has always been reported in patients who were receiv- 
ing or had recently received iodine—Ed.] Arteritic lesions were reported in a 
patient with multiple myeloma receiving stilbamidine,’** and in another case 
were attributed to bacterial hypersensitivity.°°* Loffler’s syndrome, tropical 
eosinophilia, and periarteritis nodosa were considered [without concrete evidence 
—Ed.] to be gradations of a hyperergic vascular response.°™* 


Further studies on the pathogenesis of the lesions induced in rabbits by foreign 
protein injections were of potential significance. Particularly important was the 
demonstration that granulomatous lesions, in addition to vascular lesions, could be 
produced,’##, 1748 The use of chemically homogeneous antigen made it possible to 
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determine the relationship of histologic lesions to the rate of disappearance of circulat- 
ing antigen and the time of appearance of circulating antibody. All of the tissue 
lesions developed during the “immune” phase of antigen elimination, and regressed 
after all circulating antigen had been eliminated and free antibody had appeared in 
the circulation. The cardiac, vascular and renal alterations, as well as the granulo- 
matous lesions, varied in morphologic characteristics according to the immunologic 
status at the time that the animals were sacrificed.*4* The use of the ear chamber 
permitted in vivo observations of the earliest arteriolar alterations in rabbits receiving 
large doses of horse serum.®*77 Alterations in the distribution of body fluid were 
associated with the development of humoral antibody in rabbits injected intravenously 
with human serum, or fractions thereof; this was interpreted as indicating a defect 
in permeability of capillaries and of cell walls as a result of antigen-antibody union.1* +8 
Hypertension was not associated necessarily with experimentally produced arteritis.1°°® 
The addition of streptococcal products to the foreign protein used in producing these 
hypersensitive states was studied.149® Methods of producing arteritis, as well as 
cardiac and renal lesions, by sensitization were reviewed.1'®? Selye continued to 
regard arteritis as a “disease of adaptation.” +**° [The data supporting and criticizing 
this concept are reviewed in the section on The Adrenal Cortex and Rheumatic Diseases.—Ed.] 


Many felt that confusion as to etiology was compounded by grouping several 
diseases under one heading. “The concept that all conditions in which there are 
vascular lesions characterized by fibrinoid necrosis and inflammatory reaction 
constitute one pathologic entity becomes untenable when the wide variety of 
experimental procedures that have given rise to the lesions in animals are con- 
sidered, and when attention is focused upon the differences in morphology and 
distribution of the lesions in man” (Zeek****). Classification based on type and 
distribution of the vascular lesions, including exact location of arterial or arte- 
riolar involvement, subdivided “necrotizing angiitis” as follows: (a) classic 
periarteritis nodosa; (b) hypersensitivity angiitis; (c) angiitis of rheumatic 
fever; (d) allergic granulomatous angiitis; (e) temporal arteritis, and (f) other 
forms of arteritis.?*4* 2848 This classification was criticized for failing to take 
into account the varying nature of the histologic lesions according to the duration 
of the disease.42 


Laboratory Findings. Laboratory findings of a nonspecific nature, reflecting 
a systemic inflammatory process, were invariably present. But histologic study alone 
served to establish a diagnosis. Muscle biopsies were positive in 13% of 136 biopsies 
on 106 patients suspected clinically of having arteritis; results were positive in only 
35% of biopsies from 26 patients subsequently proved to have the disease. Ninety-two 
per cent of the biopsies at random from clinically normal muscle were negative.14° 
[Obviously, a negative biopsy does not rule out the diagnosis—Ed.] Urinary findings 
with the features of all phases of glomerulonephritis (red blood cells, oval fat bodies, 
fatty and waxy casts, broad casts and proteinuria) were reported as characteristic of 
arteritis,5®7 but the nephrotic syndrome has not been noted. 


Therapy. No curative therapy has been reported. Experimentally pro- 
duced arterial lesions resulting from sensitivity to foreign protein have been 
suppressed with cortisone, corticotropin and salicylates.**® 81% 1488 C]ini- 
cally, numerous case reports have appeared of patients with arteritis treated with 
cortisone, hydrocortisone or corticotropin.°*” 595, 1271, 1363, 1378, 1515, 1703, 1905, 1931, 2094, 
2096 ~The results have been beneficial in some’ for variable periods of time, de- 
pending on the length of the follow-up. Some have felt the hormones were 
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harmful and might initiate a more serious phase of the disease. | [Due to varia- 
tions in the clinical course of this disease, it is impossible to ascribe harmful effects 
to these agents or to be sure of beneficial ones. There seems to be a much less pre- 
dictable course following the administration of cortisone, hydrocortisone and corti- 
cotropin in arteritis than in rheumatoid arthritis or SLE—Ed.] Reports of benefit 
attributed to the administration of para-aminosalicylic acid *** and para-amino- 


benzoic acid **** appeared. 


PROGRESSIVE SYSTEMIC SCLEROSIS (SCLERODERMA) 


Progressive systemic sclerosis (PSS), a term suggested in 1945 by Goetz 
as more suitable than diffuse scleroderma to indicate the frequent visceral mani- 
festations, was accepted by some**’ [including the present reviewers.—Ed.]. 
Although many continued to use the term acrosclerosis to designate scleroderma 
associated with Raynaud’s phenomenon as a separate entity,®%% 190% 1714, 2142 eyj- 
dence from a well-documented study failed to support this concept.’*” [It is 
suggested that the term acrosclerosis be abandoned.—Ed. | 

Clinical Aspects. The disease frequently was first noticed because of pain, 
swelling and stiffness of the joints.*** Clinical evidence of involvement of one 
or more viscera appeared in the majority of patients,'**: °° 1°%4 1778 with a predi- 
lection for the esophagus, lungs,’®*° heart *** and Pulmonary in- 
volvement was detected in five of 37 patients in one series; in four of these, 
scleroderma of the lungs had apparently preceded the development of cutaneous 
sclerosis.***° The development of hypertension was considered unusual in asso- 
ciation with untreated renal PSS.**°® Paralytic ileus in an instance of wide- 
spread intestinal involvement led to death.’®° [Whether ileus resulted from 
intrinsic intestinal lesions or the associated unexplained ‘plastic peritonitis” remains 
doubtful—Ed.] Attention was called to the association of PSS with parotitis,**® 
rheumatoid arthritis,’"** rheumatic fever,’™* and Sjogren’s syndrome.*** Nodu- 
lar scleroderma was reported.**”® 


The association of calcinosis with scleroderma was reémphasized.3 546, 1046 [ny 
a review of the literature on calcinosis, the author indicated that PSS has not been 
adequately excluded on histologic grounds in previous case report.®9® [Thus, the esti- 
mated 30 to 40% incidence of PSS in patients with calcinosis may be too low.—Ed.] 

Laboratory Findings. As yet, no specific serologic tests for PSS have been 
devised. Abnormalities frequently encountered were elevated erythrocyte sedimenta- 
tion rate, anemia, hypoalbuminemia and hyperglobulinemia.147: 682, 893, 1164 Tow vital 
capacities were often recorded in patients with involvement of the chest wall and 
lungs.147_ Electrocardiograms commonly revealed flattening or inversion of T waves, 
prolongation of QT intervals and depression of ST segments.1!4: 147 In some patients, 
the absence of R waves in precordial leads suggested myocardial infarction.147 Fre- 
quent x-ray findings included nodular densities or linear streaks in the lung bases, 
with diffuse fibrosis, triangular contour of the heart and absence of peristalsis in the 
lower half of the esophagus.147: 1°54, 1910 Dilatation and absence of peristalsis in parts 
of the small intestine occurred, as well as stenosis of the cardia and pylorus.1778 “De- 
fective pharyngeal clearance” was demonstrated by cineradiographic studies of degluti- 
tion in patients with PSS, and the possible significance of these findings in regard to 
pulmonary complications was discussed.®° Resorption of the tufts of distal phalanges 
was noted in hand x-rays.1°4® A battery of tests performed on six patients with PSS 
was consistent with depressed adrenocortical function.‘**® [The data are not impres- 
sive-—Ed. ] 
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Pathology. By histologic examination, the lesions of PSS showed swelling 
and hyalinization of collagen bundles, and perivascular cuffing with lymphocytes 
and plasma cells, as well as intimal proliferation and medial thickening of small 
arteries.1**» 148° Differentiation from dermatomyositis by histologic examination 
of skin and muscle biopsies continued to present difficulties.** *** 

In one series, four of five autopsies revealed evidence of scleroderma in the 
endocardium, heart valves, pleura and pericardium.’*’ In one patient with 
extensive sclerodermatous involvement of the intestinal tract, biliary obstruction 
resulted from swelling of the head of the pancreas; this organ contained arterial 
lesions.**** Autopsies on three patients with scleroderma who died in uremia 
revealed vascular changes consistent with benign and malignant nephrosclerosis, 
and concentric intimal thickening of the intralobular arteries. The age of the 
sclerodermatous renal lesions was estimated to be between two to four weeks.**® 


Etiology. In PSS, as in many other chronic systemic diseases, correlations 
between emotional crises and the clinical course have been observed.'4#% 1519 [How- 
ever, one author’s belief 152° that PSS is a manifestation and result of a psychosomatic dis- 
turbance appears to be based on insufficient evidence—Ed.] It was postulated that PSS 
is associated with an antigen-antibody reaction within the walls of small arteries; 
whether the resulting manifestations are those of PSS or SLE might depend upon 
the severity, rapidity and localization of such reactions.14* [Objective improvement 
following administration of hyaluronidase does not, contrary to the discussion in one report,1673 
indicate that a lack of hyaluronidase is an etiologic factor in scleroderma—Ed.] 


Treatment. Ina series of nine patients, only one appeared to sustain symp- 
tomatic improvement during 30 months of cortisone therapy; only slight, tran- 
sient benefit was observed in the other eight who received hormones for shorter 
periods.*** In a group of six patients, corticotropin or cortisone administration 
was associated with moderate temporary improvement in only two.®® In a 
third report, corticosteroid therapy in four patients was associated with tem- 
porary symptomatic improvement; but after a course of corticotropin or corti- 
sone lasting 10 to 30 days, measurements of skin temperature, blood pressure 
and peripheral blood flow showed slight or no alteration from control levels.°** 
In isolated case studies, or in general reviews of the treatment of “collagen 
diseases,” the hormones, for the most part, were utilized for brief periods, symp- 
tomatic response was variable, and there was no evidence that this treatment 
affected the natural history of the disease.?°: 339, 374, 546, 682, 1342, 1363, 1554, 1703, 1887, 
2082, 2108 During hormone administration, plasma gamma globulin and fibrinogen 
levels fell.2*°® Although a cause-and-effect relationship could not be established, 
four patients died either during or immediately following hormone treatment. 
Predominant factors in the terminal illness of this group were serious infec- 
tions,**® hypertension with cerebrovascular hemorrhage,'*’ and +887 


Experience with various other agents in the treatment of PSS was described. 
Of little or no demonstrable value were gold, arsenic, bismuth, iron, thyroid, stil- 
bestrol, relaxin, testosterone, AT 10, glyceryl trinitrate ointment, Priscoline and 
alpha-tocopherol.147» 68° Zarafonetis continued to recommend large doses (12 gm. 
daily or more) of para-aminobenzoic acid for six months or longer, and reported 
marked improvement in 16 and moderate improvement in 17 of a series of 40 pa- 
tients.25°® Others obtained objective improvement in only one of 14 patients given 
this dosage.*°° The use of large doses of para-aminobenzoic acid was not without 
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danger. It was pointed out that this drug may produce hypoglycemia, despite the 
fact that the increased amount of glucuronic acid excreted during its administration 
would give a positive reaction for glycosuria by the usual tests.?°4° Fatty changes in 
the heart, liver and kidney were found in humans and rabbits following PABA admin- 
istration. Three deaths were attributed to its use as an antirheumatic agent.*°® 
Improvement in the objective manifestations of PSS was reported to attend the 
administration of hyaluronidase by iontophoresis 1°** 1°74 or by intramuscular injec- 
tions.**t_ Sympathectomy in selected patients was followed by reduction of Raynaud’s 
phenomenon, loosening of skin and relief of dysphagia.®*° [The occurrence of spon- 
taneous remissions in early PSS demands cautious interpretation of apparent therapeutic 
success.—Ed. ] 


Dermatomyositis 


The reports on dermatomyositis continued to be wholly descriptive. Many 
articles, in particular the “case report,” defy comprehensive review. Frequently 
exact diagnostic criteria for dermatomyositis cannot be found in the protocols.?°* 
516, 1104, 1563, 1808, 1846, 2076, 2229 

Clinical Features. In one series of 25 patients, the most common present- 
ing symptom was a rash, with or without edema of the skin.**°? Muscle aching 
and weakness were also frequent initial manifestations. In a given patient, 
however, the chief complaint might cover a wide spectrum, from ill-defined sys- 
temic symptoms such as loss of weight,?°* weakness,?*** fatigue and lassitude,*”* 
and fever,®?® to a rash,** *74° edema of the skin,’*** or stiffness and pain of the 
skeletal musculature.*? Raynaud’s phenomenon was mentioned.‘ 189 
Vesicular and bullous skin lesions, although unusual, caused confusion with 
other bullous diseases such as pemphigus and congenital porphyria.*** *%°° 
Retinopathy in dermatomyositis was described.**® 


Although striated muscle atrophy may be extensive, chronaxie testing showed no 
reaction of degeneration.?97: 2, 2264 Qn the other hand, the mean duration of muscle 
action potential was reported as significantly decreased in patients with dermatomyo- 
sitis as compared with normal subjects.29* Dysphagia was attributed in one instance 
to weakness of the soft palate,*°* and in another to loss of esophageal peristalsis.1*8% 
Myasthenia gravis was suspected in one patient.97° In 24 cases of dermatomyositis 
with. soft tissue calcification, the calcification was predominantly in tendons, skin, 
subcutaneous tissue and muscle. In rare instances, calcification was noted in the 
lungs and kidneys.??°¢ 

Pathology. No new features were reported. The microscopic picture of the 
skin remained as follows: hyperkeratosis or thinning of the epidermis, and diffuse 
low grade round cell infiltration of the subepithelial papillae with a few perivascular 
round cell infiltrates in the deeper corium. In muscle, findings were swelling and 
fragmentation of the fibers, nuclear proliferation of the sarcolemma, and some round 
cell infiltration; in advanced cases, fibrosis may obliterate the interstices and the 
muscle fibers.975 1338,1746 An endarteritis of small arteries and arterioles was noted 
twice.®"# 1746 Collagen fibers, examined under the electron microscope, appeared 
normal in two cases with both dermatomyositis and scleroderma.187® 


Etiology. The cause of dermatomyositis remained unknown. The extra- 
ordinary association with malignant disease continued to receive special empha- 
sis.2%t 489, 467, 674, 675, 1888, 1890, 1932 Although no comparative study on the general 
population was available, the association of the two conditions suggested a causal 
relationship because of the remissions of the dermatomyositis that follow treat- 
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ment of the malignant lesion. In addition, dermatomyositis preceded the ap- 
pearance of the malignant process by an average of 18.6 months. Paradoxically, 
in four out of five patients in whom a neoplasm progressed or metastasized after 
an initial good response to therapy, the dermatomyositis was not reactivated. 
The location and type of malignancy were diversified.** 


Laboratory Findings. In the patients with the complication of calcinosis, the 
serum calcium, phosphorus and alkaline phosphatase were within normal limits.??°* 
Although creatinuria was observed, it was not helpful diagnostically and simply indi- 
cated striated muscle involvement.!8®: 2°76, 2229 Porphyrins were sought but not found. 
652, 1388 [Biopsy of the skin and muscle remain the most helpful test, by simply confirming 
for the clinician that the patient has a nonsuppurative inflammatory disease —Ed.] 

Treatment. The management of dermatomyositis is palliative.**°* There were 
a few reports on the use of corticotropin or cortisone.1®** 1703, 1876, 2032 A patient was 
described as recovered and in complete remission after a 14-week follow-up.?°"® 
[But the case record could as well have described a penicillin reaction—Ed.] Arrest of 18 
months’ duration without specific treatment was also recorded.*®* One case pro- 
gressed in spite of administration of cortisone and corticotropin.‘*** In one patient 
with dermatomyositis and calcinosis, the soft tissue calcification was stated to have 
disappeared after two ccurses of corticotropin.2®® Para-aminobenzoic acid was tried 
with success by some.®°75, 2309 


Psor1ATic ARTHRITIS 


Opinion as to whether psoriatic arthritis constitutes a separate clinical entity 
continued to be divided. Among 6,814 patients admitted to a Copenhagen hos- 
pital, psoriasis was not associated with rheumatoid arthritis more frequently 
than with spondylitis, gout, muscular rheumatism or osteoarthritis.‘%° In 150 
patients with psoriasis and rheumatoid arthritis, the clinical features were con- 
sidered to correspond in general to those of rheumatoid arthritis without the 
skin disease.***? But Sherman described 15 patients with a type of arthritis 
peculiar to persons with psoriasis, which has a predilection for the distal 
joints of the hands and feet, with clinical and roentgenographic characteristics 
quite different from those of rheumatoid arthritis.‘*°* Others agreed that “pure 
psoriatic arthritis’ was an uncommon but distinctive entity involving the ter- 
minal interphalangeal joints. Such patients could, in addition, be afflicted with 
typical rheumatoid arthritis of other joints.**°* *°* 

Clinical Features. All 15 patients in whom the disease was believed to be 
characteristic had major changes in the distal joints of the fingers or toes. In 
13, psoriasis had been present for several years before arthritis appeared ; in the 
other two, skin and joint involvement coincided. Joint involvement was occa- 
sionally sudden and acute in onset and, once established, tended to evolve in 
attacks with spontaneous remissions. The arthritis was asymmetric, and tended 
to be correlated with involvement of the nails.‘*** In seven additional patients, 
the psoriasis antedated the joint involvement by two to six years. The radiologic 
features of destruction of joint surfaces, with increased bone density rather than 
osteoporosis, were considered unlike those seen in rheumatoid arthritis.14°? 2° 

In 128 cases considered indistinguishable from rheumatoid arthritis, the 
psoriasis antedated the joint disease in 89. In only nine cases did the arthritis 
precede the skin involvement by a significant period of time. In 30 of the 128 
cases the skin and joint manifestations appeared within a few weeks of each 
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other. There was no evident parallelism between the severity of cutaneous 
and of articular involvement. Any peripheral joints and any portion of the 
spine could be affected. Terminal interphalangeal joints were abnormal in 
40% of the 112 most carefully studied cases.**** Of 107 patients with ankylos- 
ing spondylitis, 2.7% were found to have psoriasis.***° 

Pathology. Material was obtained by biopsy or in the course of recon- 
structive surgery from 33 involved joints. In early lesions (two to eight weeks), 
the synovial membrane had the gross appearance of pale, edematous granulation 
tissue extending out from the joint and a few millimeters along the shaft of bone. 
At a somewhat later stage the synovium was thickened and injected, often erod- 
ing the articular margins but without pannus formation. Destruction of the 
adjacent bone accounted for the “gnawing away” of the shaft seen in roentgeno- 
grams. In late stages the joint was completely destroyed, with articulating ends 
of bone represented by cancellous stubs embedded in fibrous tissue which often 
surrounded the shaft of bone. Biopsies were performed on uninvolved joints in 
two patients with “typical psoriatic arthritis,” and on normal knees in three 
patients with psoriasis uncomplicated by arthritis; no abnormalities were ob- 
served.1*°* The pathologic changes were not considered sufficiently specific to 
permit differentiation under the microscope.'®*® 


Etiology. Investigations of the families of 100 patients suggested that heredity 
might play a significant role. In 13% the family history disclosed psoriasis; in 12%, 
rheumatic disorders; and in 2%, both arthritis and psoriasis.2172 Other factors sug- 
gested were chronic infection adjacent to the terminal interphalangeal joints, or asso- 
ciated vascular changes.?°*t 

Treatment. Both the skin and joint manifestations of psoriatic arthritis were 
observed to respond to corticotropin and cortisone.®°*, 1678, 1898 Jnstances of lack of 
responsiveness of psoriasis to these hormones were noted, however.?°47 [The effect of 
these hormones in psoriatic arthritis does not appear to differ significantly from the experi- 
ence in rheumatoid arthritis—Ed.] Aminopterin (4-aminopteroyl glutamic acid) was 
observed to have favorable effects on both the skin and joint lesions when administered 
in doses of 1.5 to 2.0 mg. per day to 13 patients with psoriasis, six of whom had asso- 
ciated arthritis. Treatment was usually interrupted after 14 to 28 mg. had been given. 
Some degree of improvement resulted in all patients, with remissions lasting from two 
weeks to several months. Severe toxic reactions occurred in nearly all patients.8°? 
Cortisone was found to be more effective than Aminopterin in comparative trials.*5?> 854 


REITER’S SYNDROME 


Several reviews of the literature concerning Reiter’s syndrome and of the 
characteristics included in this diagnosis appeared.***: $°°: §8% 124°, 1758 Tn general, 
only patients with the triad of urethritis, conjunctivitis and arthritis were 
included. 

Clinical Data. As before, the syndrome usually was seen in young men, 
but its occurrence in one woman ‘*°* and in a boy of nine **° was noted. Urethri- 
tis was usually the initial symptom, but occasionally arthritis or conjunctivitis 
appeared 88% 124, 1802, 2251 The joint involvement was usually polyar- 
ticular, though arthritis of a single joint was reported.*°* The clinical course 
was often prolonged, but usually resulted in complete recovery without residual 
damage. Permanent joint damage occurred in a few patients,®*® **° persistent 
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deterioration of vision in another.’*? In three patients the predominant mani- 
festations were severe cystitis with hematuria.*®° 

Skin lesions characteristic of keratodermia blennorrhagica and superficial 
ulcerations of the glans penis were noted.*** 124° Mucocutaneous lesions were 
present in all of 23 patients reported from a Veterans Administration hospital. 
In 18 the lesions were on the glans penis, 12 had lesions in the oral cavity, and 
five had keratodermia blennorrhagica.**® Conjunctivitis was the most common 
eye involvement, but corneal ulcerations and iritis were reported.S** 
Diarrhea was noted in only five of 23 patients.*8° The hemagglutination titer 
with sensitized sheep cells was usually low.?° 


Etiology. No specific etiologic agent has been recognized. Some workers 
favored the thesis that pleuropneumonia-like organisms played a role in the dis- 
ease.1249, 1758 Pleuropneumonia-like organisms were found in the urethra of three 
patients,!*4° 2251 and in a fourth patient, positive cultures indicated a possible venereal 
transmission.1848 Hall and Finegold found such organisms in only one of eight pa- 
tients from whom urethral or prostatic exudate was cultured, but presented epidemio- 
logic data suggesting that Reiter’s syndrome may be a venereal disease.88° [These 
organisms have been repeatedly recovered from the genitourinary tract in the absence of any 
detectable disease——Ed.] Corner observed a boy in whom the serum agglutination titer 
for Shigella flexneri V rose to 1:480 during the active stage, and then returned to 
normal with subsidence of the disease.**® Attempts to culture shigella from the stools 
were unsuccessful in five patients.*®° 

In reporting a patient with four attacks of keratodermia blennorrhagica, urethritis 
and arthritis, Auckland suggested, on the basis of histologic similarity, that the kerato- 
dermia was really psoriasis." Others agreed that this skin lesion cannot be differen- 
tiated from pustular psoriasis.1**° The hypothesis that Reiter’s syndrome represents 
one variant of the same tissue reaction pattern as rheumatoid arthritis was pre- 
sented.1°°?, [The fact that one patient developed a picture consistent with rheumatoid 
arthritis 13 years after his first attack of Reiter’s syndrome offers little support for this thesis. 
Yet the possibility that the syndrome represents a variant of rheumatoid arthritis cannot be 
excluded.—Ed.] 


Treatment. The consensus indicated that sulfonamides, penicillin, sali- 
cylates and Chloromycetin were of no value in this disease.***: *°°:***° In indi- 
vidual patients, there was some suggestion that improvement might have been 
related to Aureomycin,*** 184° to Terramycin **** and to dihydrostreptomycin.** 
Streptomycin appeared to be helpful in four of six patients, although the results 
were not dramatic.**® In patients with arthritis associated with urethritis, some 
concluded that treatment with antihistaminics was beneficial.*******  [ Since other 
treatment, often antibiotics, was given just before or at the time of the antihistaminic, 
the latter cannot be evaluated—Ed.] ACTH was given to four patients. In all 
four there was a response, but three relapsed following withdrawal, and in one 
of these no improvement followed resumption of treatment. In one of the 
patients the ACTH was added to streptomycin therapy. Keratodermia blennor- 
rhagica in a patient with rheumatoid spondylitis responded rapidly to treatment 
with ACTH.1##° In another study, two of three patients receiving cortisone 
and one of three receiving ACTH experienced temporary incomplete remission 
of fever and arthritis.*°° [In a syndrome in which the course is so varied and 
spontaneous remission occurs, interpretation of therapeutic results is extremely diffi- 
cult. At present, no therapeutic agent has been shown to shorten the course of the 
disease.—Ed. ] 
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NEUROTROPHIC ARTHROPATHY : CHARCOT’S JOINTS 


Opinion as to the pathogenesis of joint changes accompanying lesions of the 
central nervous system continued to vary (Tenth Rheumatism Review). There- 
fore, the report of a case of progressive joint disorder apparently due solely to 
lack of protection given by the sense of pain is of particular interest. The 
patient, who from birth had shown consistent lack of appreciation of pain but 
had no neurologic abnormalities, developed lesions of the knee and spine at the 
age of 17, and of the hip at the age of 22. The changes in these joints were 
identical with those seen in Charcot’s joints.’** 

Clinical Data. The neuropathic joints occurring as a complication of poorly 
controlled diabetes and diabetic neuropathy received the major attention; 32 
additional cases were reported.®* 14% 448, 658, 1191, 1882, 1610, 1617, 1895, 2824 Tn al] of 
these patients the foot or ankle was involved. The most common site of frag- 
mentation was the midtarsal joints, but destruction also was seen in the ankle 
joint *** and in the tarsal-metatarsal and metatarsal-phalangeal joints.‘**? The 
typical picture was one of progressive thickening of the foot without increased 
heat or fluid accumulation; irritability and discomfort were present, but not 
severe pain.*** Some suggested that two factors may be operative in producing 
such destructive lesions of the bones of the feet: gradual dissolution of the tarsal 
bones and their articulations due to the diabetic neuropathy, and also rarefaction 
of the phalanges and metatarsals secondary to chronic infection in the adjacent 
soft tissues and arterial insufficiency.***:'*'7 Others felt that only the mechanical 
factors were important.'** 


Zucker and Marder described what is apparently the first report of a typical 
Charcot spine in a diabetic. The patient, a 47 year old woman, was known to have 
had severe and difficult-to-control diabetes for 14 years. Complicating this was a 
diabetic pseudotabetic neuropathy with absent deep reflexes, impaired vibratory and 
position sensation, Argyll Robertson pupils, and autonomic dysfunction of the urinary 
bladder. The etiologic and pathologic nature of the lesions was fully confirmed by 
complete postmortem examination. The spine showed a bony mass involving the 
second, third and fourth lumbar vertebrae, with compression of the vertebral bodies 
and destruction of the intervertebral discs. The right ankle also showed changes 
suggestive of Charcot’s joint.?9?4 

Three additional cases of Charcot spine due to tabes dorsalis were reported, and 
the subject was reviewed.°*4 2116 Jn 22 patients with syringomyelia, seven had neuro- 
trophic osteoarthropathy ; in five patients the shoulder was affected, in two, one or both 
elbows. In the shoulder, the absorptive process predominated, and at times pro- 
gressed very rapidly.1°°® Multiple joint involvement in the upper extremity due to 
syringomyelia was misdiagnosed as rheumatoid arthritis.?41° 


Treatment. Treatment continued to be unsatisfactory. In the cases due 
to diabetes, treatment was directed at preventing or treating the neuropathy.'*** 
In two patients with tarsal involvement, arrest of destructive changes was re- 
ported after lumbar sympathectomy; the cases were followed for 47 and 28 
months, respectively.1° Ina third case, lysis and absorption of bone proceeded 
steadily in spite of the performance of sympathectomy.**®® Amputation was 
sometimes necessary.**® Fusion by intramedullary fixation was described as a 
method of treatment for an affected knee.?°°* 7°? [ However, the results recorded 
were not impressive.—Ed. | 
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HeEMOPHILIC ARTHROPATHY 


Seven cases with involvement of the hip were reviewed. The appearance 
varied according to the age at which the joint was affected. Before puberty the 
changes were similar to Legg-Perthes disease; after puberty, bone cyst forma- 
tion and osteoarthritic changes were produced. Bleeding into bone as well as 
into the joint was believed to be important in producing these alterations.**® 
Discoloration of the synovial membrane due to loading of the synovial cells with 
hemosiderin resulted from repeated hemarthroses in hemophilia as well as other 
conditions. In hemochromatosis, this pigment was confined to the surface layers 
of the synovium. There: was no evidence of reaction to the presence of this 
pigment in the synovial cells.** 

Quick recommended treatment of fresh intra-articular bleeding by cold, 
pressure and rest, as well as measures to correct the coagulation defect.*%* In 
addition to these measures, MacAusland and Gartland attempted to hasten ab- 
sorption of blood from the synovial cavity by aspiration and intra-articular 
injection of hyaluronidase. Results were considered good in 11 of 13 joints 
so treated.***7 [After the clotting time has been returned to normal, equally good 
results are obtained from aspiration alone—Ed.] Reluctance to undertake rehabili- 
tation of hemophiliacs with severe joint contractures for fear of precipitating 
grave hemorrhage was noted. However, the feasibility of correcting deformities 
by traction and physical therapy, using gentle methods, was demonstrated in 
one patient.®® 


RHEUMATIC (HENOCH-SCHOENLEIN) PuRPURA 


This form of purpura, associated with an erythematous skin lesion and gastro- 
intestinal and joint manifestations, is conventionally classified with the allergic 
purpuras. “But in fact, apart from a very small proportion of cases which are 
undoubtedly due to hypersensitivity to foods, the cause of the syndrome is 
unknown and its allergic basis is entirely unproved” (Ackroyd*). The clinical 
features were reviewed, and 58 additional cases of the disease were reported.*?® 
1260, 1278, 1279, 1659, 2288 += Joint involvement was described as transitory, usually 
polyarticular and sometimes migratory. Arthralgia, often associated with dif- 
fuse pain in the limbs, occurred with or without periarticular swelling and tender- 
ness ; Clinically detectable effusions into the joint were considered rare.* In one 
series of 35 patients, 20 had joint symptoms.**® Nephritis was at times a com- 
plication,?’® and the difficulty in differentiating this disease from arteritis and 
systemic lupus erythematosus was noted.**® 


Histologic studies of the purpuric lesions before, during and after corticotropin 
therapy were reported. The premedication “early lesion” showed intense subacute 
angiitis of the upper corium with mononuclear and polymorphonuclear leukocytic infil- 
tration, capillary rhexis and segmental vascular necrosis. Biopsies taken during 
therapy were essentially unchanged. A biopsy taken 17 days after cessation of ther- 
apy showed almost complete reversal of the findings.127* Two courses of corticotropin 
were given to one patient, with remission after the second course. It was felt that 
the hormone may have inhibited the development of new inflammatory skin lesions 
but that it did not affect the regression of existing lesions.12** In another patient 
corticotropin was thought to have had no effect on the course of the disease.?288 
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ALKAPTONURIA, OCHRONOSIS AND OCHRONOTIC ARTHRITIS 


The subject of alkaptonuria was reviewed **° +467 and 19 new cases were 
reported.1% 187, 424, 720, 808, 1252, 1402, 1467, 1799, 1826, 1889, 2259 For the most part, they 
were typical of the patients previously described and added little to the known 
clinical characteristics of the disease. Most of the patients had been aware of 
discolored urine since early childhood. In three patients, an increase in the 
darkness of the urine was noted during periods of excitement and following the 
ingestion of mustard. It was again emphasized that scleral pigmentation has not 
been seen in a person under the age of 23.1*°* In the first report of a case with 
polycythemia vera, the association was felt to be a chance occurrence.’7*® The 
syndrome was also seen with glomerulonephritis and purpura."° The benign 
nature of the disease was underscored by a report of death from other causes 
in a patient at the age of 99.7° The disease appeared to be seen more fre- 
quently. The first case from Africa was reported,'**® as well as the first found 
in an Australian native.?*°* 


Heredity. It was again pointed out that this disease is the best example of a 
metabolic defect occurring in accordance with mendelian law, in that 42% of the re- 
ported patients had consanguineous parents, usually cousins.182° It occurred in three 
siblings whose parents were second cousins.188® Alkaptonuria was present in three 
of nine children of an alkaptonuric father and an apparently normal mother. Four 
of these offspring had children and, of these, one who himself did not have alkaptonuria 
sired two alkaptonurics out of four births. His wife was his maternal first cousin.1467 

Laboratory Findings. The usual clinical methods for the identification of 
homogentisic acid in the urine were discussed.?2® 1252,1826 A more specific method 
was described, using paper chromatography, treatment with phosphomolybdate, and 
measurement of absorption in the ultraviolet spectrum. Studies on the oxidation of 
homogentisic acid in urine using this method showed that it was converted to its 
quinone in the presence of nitrous acid or when the urine was made alkaline.**® Paper 
chromatography of the amino acids of the urine and electrophoretic analysis of the 
plasma proteins were normal in one case of alkaptonuria.®°* 

Recognized x-ray findings in ochronotic arthritis were again described.187 729 1467, 
1826 Excellent examples of spine involvement were presented, showing the charac- 
teristic, thin, densely calcified intervertebral discs, with fraying and spurring of the 
adjoining vertebral bodies. In addition, there were degenerative osteoarthritic 
changes in the lumbosacral and sacroiliac spine, shoulder, hip and knee joints.*?° 1876 
In one patient, osteoarthritic changes in the spine preceded by three years the appear- 
ance of calcification of the intervertebral discs.187 

Pathology. At operation for repair of a tear in the medial semilunar cartilage 
of the knee, the articular cartilage was found to be greenish black; synovial villi were 
hypertrophied and bluish black. The cruciate ligaments were slightly tinted and the 
joint capsule was normal in color. On microscopic examination, the cartilage was 
fragmented, degenerated and diffusely pigmented. Lymphocytes and plasma cells were 
present in abundance.'** An excellent description of the postmortem findings in two 
patients was given. Black pigment was found in the costal cartilages, cartilages of the 
sternoclavicular joints, laryngeal, thyroid, tracheal and bronchial cartilages, interver- 
tebral discs, mitral valve ring, endocardium, chordae tendineae, bronchial cartilages 
and meninges. Black punctate spots were found in the kidney, and the prostate con- 
tained black gritty concretions.7*° 

Etiology and Pathogenesis. Well controlled metabolic studies in alkaptonuric 
patients confirmed the previous observation that homogentisic acid excretion varied 
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directly with the dietary protein intake, and that I-phenylalanine, the natural form, 
was converted to homogentisic acid more rapidly and to a greater extent than d-phenyl- 
alanine. Various substances which may have an effect on enzyme systems or carbo- 
hydrate metabolism, mainly vitamins A, B, C, D, K,, insulin, adrenocortical extract, 
liver extract and tyrosinase, had no effect on the excretion of homogentisic acid. 
[Corticosteroids were not tested—-Ed.] Brewer’s yeast increased homogentisic acid ex- 
cretion, but this was thought to be due to the high protein content. It was suggested 
that experimentally induced alkaptonuria is due to the overloading of an enzyme sys- 
tem for which ascorbic acid is essential.7*° 

Treatment. In two patients treated with cortisone, the joint symptoms responded 
dramatically to doses of 100 to 300 mg. daily. When dosage was lowered to 50 mg. a 
day, symptoms returned. The colored matter disappeared from the urine during treat- 
ment and reappeared when therapy was stopped. No metabolic studies were per- 
formed.18? 424 Jn a third patient, arthritis was relieved but the urinary abnormality 
persisted.2°75 Corticotropin in doses of 40 to 80 mg. per day afforded no benefit in 
one patient.18? 


THE JOINTS IN ACROMEGALY 


An excellent clinical, pathologic, and chemical description of the articular 
changes in acromegaly was based on a study of 25 patients (Kellgren, Ball and 
Tutton 27), Sixteen of the patients had some arthritic complaints and three 
had crippling involvement. Fingers were most often involved, but the back, 
knees, hips, wrists and elbows were occasionally affected. Stiffness was notably 
absent. Enlargement of the joints was noted in all patients. Many of them had 
increased mobility of the extremities, but in four motion was restricted. Radio- 
logic findings included hypertrophic changes in the spine and costochondral 
junctions, and tufting of the terminal phalanges. The most characteristic roent- 
gen finding was an increase in joint space, reflecting the thickening of articular 
cartilage and soft tissues. Bilateral median nerve lesions at the wrist due to 
compression were found in three patients; in one patient this was relieved by 
exploration of the carpal tunnel. [The clinical similarity of this finding to the in- 
volvement of the carpal canal in amyloidosis should be noted —Ed. ] 

Histologic examination of joints showed increased cartilage thickness and 
overgrowth and fibrous thickening of the soft tissues, but no evidence of inflam- 
mation. The thickened cartilage showed various types of degenerative changes, 
some of which differed from those of usual degenerative joint disease. On the 
basis of histologic evidence (including specific staining and the electron micro- 
scopic picture of collagen), it was believed that acromegalic connective tissue was 
qualitatively normal, although increased in amount. Procollagen was not ab- 
normal. Acromegalic muscle contained 10% more collagen than did normal 
muscle, but did not differ qualitatively from normal muscle. The difference be- 
tween normal and acromegalic skin in water, collagen and fat content appeared 
to be quantitative rather than qualitative. The action of hyaluronidase injected 
subcutaneously appeared to be decreased in patients with acromegaly.*'** 


PALINDROMIC RHEUMATISM 


A few additional cases of palindromic rheumatism were described.*** 1297) 229, 
2815 Psychiatric investigation of a patient with this syndrome disclosed corre- 
| lation of the attacks with emotional stress.**** Corticotropin was observed to 
| accelerate the return of the joints to normal in one patient.*”* 
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PHARMACEUTIC ARTHRITIS AND ARTHRALGIA 


Hydralazine Reaction. A syndrome closely resembling rheumatoid arthri- 
tis was observed in patients receiving hydralazine (Apresoline) for treatment of 
hypertension. This appeared after several months of drug administration and 
differed from the usual type of hypersensitivity reaction. Discontinuation of the 
drug was followed by restoration of the joints to normal.'*® °** [Subsequent to 
the period covered by this Review, this clinical syndrome has been more adequately 
defined. Manifestations simulating systemic lupus erythematosus, including the dem- 
onstration of the L. E. cell phenomenon, have been noted.—Ed. ] 

Serum Sickness Type of Reactions. In rare cases of serum sickness, the 
joint symptoms were observed to persist as long as three or four months after 
other manifestations had subsided.”4* This type of reaction to penicillin was 
difficult to recognize in patients who did not develop urticaria or other skin 
lesions.**° Sodium dehydrocholate by intravenous injection was used with 
good effect in serum sickness type of penicillin reactions.’®*° 


OTHER Types OF ARTHRITIS 


Several conditions treated as clinical entities in previous reviews are con- 
spicuous by their absence from the recent literature. ‘Allergic arthritis,” “en- 
docrine” or “menopausal” arthritis, and “metabolic” arthritis are terms which 
seem to be disappearing. Intermittent hydrarthrosis received only passing 
mention,?2°7 


Periodic arthralgia in 23 patients in five generations of a family was reported, 
but this did not appear to be a well defined entity. The occurrence of hemorrhagic 
spots in some of the patients raised the question of classifying these diseases in the 
rheumatic (Henoch-Schoenlein) purpura group.1734 

Transient synovitis of the hip joints in 13 children was characterized by an un- 
explained onset of pain in the hip and limping, with few or no objective findings. 
This was a benign condition, its importance lying in differentiation from other, more 
severe hip disease. Treatment was symptomatic and conservative, although leg trac- 
tion was used in some instances. This, too, was a rather poorly defined entity, and 
only a short follow-up was possible. It was suggested that this disease was due to 
an “allergic hypersensitivity,” or to a focal infection.58® [Convincing evidence was not 
given. —Ed.] 

In a review of Whipple’s intestinal lipodystrophy, four new patients were com- 
bined with 22 previously reported. On the basis of the frequent presence of arthritis 
and the many manifestations of generalized disease apart from the gastrointestinal sys- 
tem (lymphadenopathy, pathologic findings of panserositis, and inflammatory vascular 
lesions), it was suggested that this entity should be included as another manifestation 
of the diseases of the “rheumatic state.” 1648 


THE PAINFUL SHOULDER 


Study of those conditions whose chief symptom is pain in the shoulder con- 
tinued to be hampered by lack of uniformity in terminology. Most laymen con- 
sider every painful shoulder to be “bursitis” ; many physicians are no more accu- 
rate.*#% 1850, 1428 Primary subacromial bursitis per se does not exist ; involvement 
of this structure is a sequel to some other lesion, most often calcareous tendinitis 
according to DePalma, who has carried out extensive dissections in many 
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shoulders.5°° The persistence of the term reflects the vagueness of diagnostic 
effort ; 1*® nevertheless, it is the one still most commonly employed.**** Other 
terms used for one situation or another in the shoulder include “Duplay’s dis- 
ease,” “frozen shoulder,” “scapulohumeral arthritis,” “adhesive capsulitis,” “peri- 
articular fibrositis,” “myositis,” “peritendinitis” and “periarthritis.”*""* But de- 
spite confusion in terminology and etiology, considerable progress has been made 
in separating the various entities grouped under this heading.®®° 

Anatomy. Any understanding of the “shoulder syndrome” (a term sug- 
gested as a substitute for the usual designation of “painful shoulder” *°** 77°) 
must be preceded by a knowledge of the anatomy and functional physiology of 
the joint, for the shoulder appears to be inadequately adapted from an evolu- 
tionary standpoint to meet the demands of a prehensile extremity.*9* 5° 508 195° 


The capsule of the shoulder is a loose, redundant structure permitting the unusual 
motility which the joint exhibits. In its superior portion it is reinforced by the con- 
joined tendons of the rotator muscles: the supraspinatus, infraspinatus, and teres minor 
attaching to the greater tuberosity and acting as external rotators, and the subscapu- 
laris attaching to the lesser tuberosity and acting as internal rotator. When the arm 
is elevated, the greater tuberosity passes under the acromial process with very little 
clearance. Intimately related to this capsule is the deltoid muscle, forming an outer 
muscular sleeve, and the long head of the biceps brachii gliding in its special sheath 
through the bicipital groove. This tendon and tendon sheath actually form a pro- 
longation of the shoulder joint, with the synovial membrane closing almost two inches 
below the joint proper. When the arm is passively elevated, only about one-half inch 
of tendon remains within the joint; when the arm is depressed and externally rotated, 
almost two inches of the tendon are intra-articular.5°%: 50%, 100, 1568 

Pathogenesis of Shoulder Pain. DePalma, Collery and Bennet studied 108 
cadaver shoulders (12 from fetuses and 96 from cadavers ranging in age from 14 to 
87 years), and concluded that progressive degenerative changes occur in the articular 
cartilage of the glenoid cavity and the glenoidal labrum from the second decade of life, 
and in the biceps tendon and rotator cuff tendon from the fifth decade.5°* However, 
rather prominent degenerative changes did not appear to be incompatible with good 
function.°°® In a study of the detailed anatomy of the rotator cuff and related struc- 
tures in 106 shoulder joints from subjects whose clinical history and status were 
known, Olsson found no association between degenerative changes of various types 
and a history of previous or active shoulder pain.1°** He also studied possible as- 
sociated factors in 147 patients with shoulder pain in comparison with 522 patients 
with no history of such complaint. The frequency of shoulder pain showed no cor- 
relation with amount of physical work, with thyroid disease or with diabetes. Car- 
diac disease appeared to predispose to shoulder pain, but this was attributed to disuse. 
Recumbency in bed gave rise to this symptom more frequently than did trauma.'5®? 

One of the most intriguing papers of the period was a study of “Life Stress, 
Emotions, and Painful Stiff Shoulder,” by Lorenz and Musser.***t Their concluding 
suggestion, “that the psychosomatic approach be added to the other fields of specialized 
knowledge,” should be heeded by all physicians treating patients with shoulder pain. 


“Calcific Tendinitis.” The most clearly defined painful shoulder condition, 

and the one on which there appeared to be rather general agreement, is that as- 
sociated with single or multiple isolated deposits of calcium in the musculo- 
tendinous cuff. Because of this, the terms “calcific (or calcareous) tendinitis,” 
“tendinitis” or “peritendinitis,” either singly or in combination, were popular,’* 
446, 502, 808, 1188, 1698, 1791, 2060, 2276 although some writers continued to specify “bursi- 
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tis” alone.1**: 658, 714, 725, 1365, 1534, 1588, 1593, 1602, 1626, 2026, 2056 One author suggested 
the term “tendinosis,” in view of the fact that degenerative disease is the under- 
lying pathologic change.’** An excellent description of the gross and micro- 
scopic appearance of lesions found in the rotator cuff was presented by Pedersen 
and Key *®* on the basis of material removed at operation on 55 patients for 
“subdeltoid bursitis with calcification.” This study tended to support the theory 
that the underlying pathology is one of degeneration in the tendon, with subse- 
quent deposition of calcium in necrotic tissues and an ensuing secondary inflam- 
matory reaction. 

Clinical Data. The patient is most commonly observed in an acute phase, 
usually characterized by abrupt onset of severe pain in the region of the shoulder, 
with radiation down the arm. The arm is held tight to the side and attempts by 
the examiner to rotate or elevate the arm are met with sharp resistance on the 
part of the patient because of pain. There is marked tenderness, localized to a 
point somewhere over the upper and outer aspect of the shoulder. Following 
treatment (and often, indeed, without treatment), the acute phase passes into a 
subacute or chronic stage, with or without subsequent acute exacerbations.’"* #4 
505, 1698, 1763, 2276 + ()pinion was divided as to the sex incidence, some writers 
claiming a predominance in males,***: °° 15°, 1763 others in females,®** °°° and one 
noting no significant difference.***° Although the fourth and fifth decades of life 
are usually claimed to be the time of greatest occurrence,®° *°°° one author *7* 
cited Bosworth’s study of 6,061 persons, of whom 165 (2.6%) showed calcifi- 
cations, and pointed out that almost 90% were under 40 years of age. [This 
paper was reviewed in the Ninth Rheumatism Review.—Ed.] X-ray of the shoulder 
showed one or more deposits of calcium in the rotator tendon cuff, usually in the 
supraspinatus tendon, of sizes varying from a pinhead to several centimeters.1** 
174, 447, 502, 658, 1350, 1593, 1602, 1698, 1763, 2169, 2276 In an unusual case the calcium de- 
posit was so extensive as to penetrate into the humerus itself.‘'** For proper 
visualization, two views of the shoulder should be taken, one in external rota- 
tion, one in internal rotation.**°® 1**° +53, 2276 But a negative x-ray does not rule 
out the diagnosis, since many early soft calcifications are not visible.'°*® 17% 

Treatment. Roentgen therapy for the acute symptoms was again advocated 
by the majority of writers.14* 174, 446, 502, 658, 725, 1078, 1365, 1602, 2276 However, Plenk 
obtained no better results in 11 acute and 10 chronic cases who actually received 
roentgen therapy than were seen in 10 acute and seven chronic cases who were 
placed in the x-ray machine but shielded from irradiation.1*® [Such controlled 
studies are desirable in a larger series of patients—Ed.] 

ACTH and cortisone, although not recommended for routine use, have at 
times produced spectacular results.71* 2026, 2029, 2080, 2082 (Spectacular results 
also occur, occasionally, without any specific treatment—Ed.] Phenylbutazone pro- 
duced either complete remission or marked improvement in 17 of 20 cases treated 
by Strazza and Ressetar,?° and major improvement in 67% of 64 cases of “un- 
differentiated” painful shoulders treated by Kuzell and his associates.'***: 1??* 
Toxicity from the drug was frequent. [But many of their patients were treated 
with higher doses than are now considered desirable—Ed.] Local injections of 
hydrocortisone into the area of the calcific deposit brought about relief of symp- 
toms in 10 of 12 cases in one series,’™° and in all of eight in another series.*°** 
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Intravenous mephenesin induced a temporary analgesia which was at times help- 
ful in permitting adequate use of physical therapy.#*7 Needling, aspiration, and pro- 
caine infiltration,225° 179, 195° intravenous injections of an arsenic compound *®° and of 
adenylic acid,1*** ultraviolet blood irradiation,14®* oral tocopherols,?°?* and judi- 
ciously administered physical therapy 2+ 46% 1791 were also again defended. Massive 
doses of vitamin Biz were recommended.'!®® [The use of some of these remedies bor- 
ders on necromancy, and is supported by as little evidence. Conspicuous in many papers is 
failure to appreciate the fact that in many patients acute shoulder pain is a self-limited 
condition.—Ed. ] 

Of 50 acute cases treated by stellate ganglion block, “excellent” results were ob- 
tained in 44 and “good” results in five more; while of 14 chronic cases, nine showed 
“excellent” results, three showed less improvement, and two no benefit.°? 83 [As this 
group of patients with chronic pain were also given physical therapy and one was manipu- 
lated under anesthesia, the exact evaluation of the block is difficult. Evaluation of this paper 
is also difficult due to the author’s loose use of the term “bursitis."—Ed.] Injection of the 
suprascapular nerves was also recommended.*®: 182° Surgical removal of the calcific , 
deposit was usually recommended for persistent pain.*4* 1°77 Excision of the acromion 
process to prevent compression of the damaged sector of the cuff between the humerus 
and the acromion (originally recommended in 1943 by Watson Jones) was both rec- 
ommended 1°77 and opposed.*#*4 


“Frozen Shoulder.” Two other local causes of pain in the shoulder were 
discussed : bicipital tendinitis, and the frozen shoulder (or adhesive capsulitis). 
In several comprehensive papers, DePalma traced the history, symptomatology, 
pathology and treatment of “frozen shoulder,” stoutly defending the position that 
this condition is a sequel of bicipital tendinitis.°° °° °°’ But arthrogra- 
phy of the shoulder using intra-articular diodone raised some doubt in this re- 
gard, showing almost complete obliteration of the inferior joint recess, but no 
abnormality of the bicipital tendon.**** Alternative concepts of the pathogenesis 
of the frozen shoulder were reviewed.** 72° 

The clinical onset was usually insidious, and the progress of the disease ex- 
tremely varied. Pain was less marked than in calcific tendinitis, but stiffness 
was greater. If the condition progressed in persons over 30 years of age, the 
arm sometimes became locked at the side due to firm adhesions of the entire 
capsule. Although ACTH and cortisone were of considerable benefit in some 
cases, °°* treatment in the early cases was discouraging and consisted mainly of 
properly administered physical therapy. The only cases relieved by manipula- 
tion were those in which the biceps tendon was ruptured.**” ****: °° Cortico- 
tropin was found helpful in controlling pain after manipulation.*°'* But some 
orthopedic surgeons felt that the only adequate therapy in the chronic case is the 
obliteration of the tendon sheath gliding mechanism of the long head of the bi- 
ceps; this can be accomplished by transplantation of the tendon to the coracoid 
process or to the shaft of the humerus.®° 1°°° 

McLaughlin believed that many conditions may give rise to ‘frozen shoul- 
der,” but categorically stated that “no shoulder which moves through its normal 
range as often as a few times each day will ever become frozen.” **** 


Other Causes of Shoulder Pain. Three cases of unusual lesions of the sternum 
associated with shoulder pain were reported.*** Repeated injections of streptomycin 
into the deltoid muscle was held responsible for “subdeltoid bursitis” in three pa- 
tients.2° Russek felt that a “scapulo-costal syndrome” caused by “long-standing al- 
teration of the relationship between the scapula and posterior thoracic wall” was a 
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“contributing factor in at least half of all cases of painful shoulders.” Injections of 
procaine into trigger points in the scapular area combined with postural exercises were 
said to be an effective treatment.18° 


REFLEX SYMPATHETIC DysTROPHY AND THE SHOULDER-HAND SYNDROME 


These entities were reviewed in some detail in the Ninth and Tenth Rheuma- 
tism Reviews. Little of significance was added during the period covered by the 
current review except for reports of the effect of hormonal agents. Surprisingly 
few papers appeared on the subject, but those that did reported generally good re- 
sults from the use of cortisone or ACTH.12® 2°89, 2071 With the use of cortisone, 
moderate to complete relief was obtained in 16 of 17 patients with the shoulder- 
hand syndrome following acute myocardial infarction.’*** However, sympa- 
thetic block still remained the most popular method of treatment,?** 1555, 1829, 2083, 
2186 although some did not recommend it.?°°* After comparing the two methods 
of treatment, Steinbrocker, Neustadt and Lapin concluded: “Although a more 
satisfactory and more widely effective non-surgical treatment of the shoulder- 
hand syndrome is desirable, our results so far indicate that sympathetic ganglion 
block is the treatment of choice, with cortisone and/or corticotropin as a second 
choice.” ?°** In Sudeck’s atrophy following trauma, favorable *** and unfavor- 
able **®* results were obtained with cortisone. 


Two Australian authors objected to the term “reflex sympathetic dystrophy,” on 
the grounds that a reflex disturbance of the sympathetic system would not explain the 
changes encountered in the shoulder-hand syndrome. They suggested that the stiff 
shoulder could be explained by thickening and shortening of the inferior portion of the 
capsule, leading to obliteration of the inferior portion of the joint and thereby denying 
the humeral head the space required in its excursion during abduction.2°°* Mogensen 
found a vasomotor disturbance in only three of six patients with the shoulder-hand 
syndrome, and questioned the usual concept of vasosympathetic imbalance in this con- 
dition. Since the reflex vasodilatation test he used was positive in 15 of 39 patients 
with periarthritis and in both of two patients with brachialgia, it was thought that 
pain in the arm may be the important factor in the vasomotor abnormalities.1**4 


BRACHIAL NEURALGIA 


Radicular Pain in the Upper Extremity 


This subject, first treated under a separate heading in the Tenth Rheumatism 
Review, was discussed by numerous authors during the period of the current re- 
view. Unfortunately, the confusion previously pointed out still exists, and this 
subject, like that of the painful shoulder, suffers from lack of a uniform termi- 
nology. General summaries were written under the following headings: “pain- 
ful conditions of the upper extremity,” **** “painful states of the shoulder and 
arm,” "7 “neurogenic brachialgia,” **° “neck and shoulder pain syndrome,” *°”° 
“the neck, shoulder and arm syndrome,” *"* “discognetic head, neck, shoulder, 
arm and chest pain,” “cervico-brachial pain,” “brachial neuri- 
tis,” “brachialgia” and “the cervical myoradicular syndrome.” ** 
| There are, of course, inherent difficulties in grouping together various distinct patho- 
logic entities on the basis of their most frequent symptoms. Nevertheless, in view of 
the frequency with which these conditions are encountered in the office of the practic- 
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ing physician and the difficulties experienced in their proper management, the present 
handling of the subject seems justified and desirable —Ed. | 

Pain was a variable symptom. Present in most cases, it may be entirely ab- 
sent. It may be sharp and lancinating, or only a dull ache. It may be continu- 
ous through the waking hours, and then interfere with sleep, or it may be inter- 
mittent and noted only on certain movements or positions of head or arm. It 
may be localized in the region of the neck, or involve any part or all of an entire 
upper extremity. It may be noted in the thorax or upper abdomen, simulating 
visceral disease, or over the occiput. It is usually unilateral, but may be bi- 
lateral. Paresthesias, usually described as numbness and tingling, were noted 
by practically all patients, while vasomotor disturbances, with coldness of a hand, 
a dusky color or excessive sweating, were quite common. In cases of cervical 
disc pressure, three successive stages were recognized—an irritative phase, a 
compression phase and a paralytic phase.**: 144% 1980, 1851, 1672, 2220 

Although not all authors were in agreement, most considered that the ma- 
jority of conditions giving rise to these symptoms will fall into one of two great 
categories : abnormalities of the cervical vertebrae and their intervertebral fibro- 
cartilages, or conditions causing pressure on the brachial plexus and subclavian 
vessels. A complete differential diagnosis, however, must include, in addition to 
the conditions discussed more fully below, the following: Pancoast’s tumor, spinal 
cord tumor, extradural tumor, metastatic lesions of the vertebrae, syringomyelia, 
osteomyelitis, ununited fracture of the clavicle, herpes zoster, hypertrophic cer- 
vical pachymeningitis, basalar impression or platybasia, and cervical lympha- 
denitis,*°?% 1848, 1550, 1672, 2209 More than one pathologic condition was found in 
29 of 104 patients with brachialgia.’° 

Osteoarthritis of the Cervical Spine and Disc Lesions. Although acute 
traumatic rupture of the fibrocartilaginous annulus with herniation of the nu- 
cleus pulposus is rare in the cervical region, degeneration of the disc with anterior 
and posterior bulging is quite common.*”® Recent studies of the normal and 
pathologic anatomy of the region have aided in understanding such lesions. It 
was pointed out that the posterior longitudinal ligament exerts a restraining ef- 
fect limiting posteromedial displacement and predisposing to posterolateral pro- 
lapse of the disc.**** *°*t_ Particularly significant was recognition of the fact that 
the anterior wall of the cervical intervertebral foramina differs from foramina at 
lower levels by reason of a bony lip which projects from the superior surface of 
the vertebral body between the level of the nucleus and the corresponding nerve 
trunk and forms an anatomic barrier between disc and nerve root. This lateral 
lip is the most common site of degenerative change and osteophyte forma- 
tion.?4% 250 

The pathologic changes of disc narrowing and osteophyte formation with en- 
croachment on the foramina were usually well demonstrated by x-rays taken in 
anteroposterior, lateral and oblique projections.?*% 152?) 1440, 1501, 1980, 1688, 1672 T)if_ 
ferentiation between pressure from osteophytes and a disc lesion may or may not 
be possible clinically, but could usually be made by myelographic studies.***?: 5% 
1672, 2018 Of 104 ambulatory patients with brachialgia, 70 were grouped under 
the diagnoses of cervical intervertebral disc protrusion and cervical osteoarthritis. 
There was a striking parallel in the findings in the two conditions, and it was 
suggested that they both are part of the same pathologic process.*° Both condi- 
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tions should be treated conservatively in the early stages, using physical therapy, 
traction and a neck collar.*t: 125% 1580) 1531, 1550, 1672, 2018, 2058 (ne author recom- 
mended x-ray therapy as highly effective.1**° Surgery may be necessary in ob- 
stinate cases. A “new” operation, based upon the use of a distraction bone 
graft, was suggested.?°"* 

Brachial Plexus Compression. The other great group, which includes vari- 
ous conditions causing pressure on the brachial plexus and subclavian vessels, 
remained somewhat less clearly defined. In this connection, the following terms 
have been used: scalenus anticus, cervical rib, costoclavicular, hyperabduction,'**° 
scalenus minimus, coracopectoral, costopectoral,’*** costobrachial,’**® scapulo- 
costal *°°§ and “compression” **°° syndromes. “Thoracic inlet neurovascular in- 
terference” *°** was used as a general designation of the syndrome which could 
be produced by several mechanisms. The most frequently encountered term was 
the “‘scalenus anticus syndrome,” but doubt as to the existence of such an entity 
was expressed.**? Vascular symptoms were more common in this group than 
in the cervical spine lesions. Adson divided the clinical manifestations into three 
groups: (a) minor constrictions interfering with certain uses of the arm; (b) 
occlusive changes in the subclavian artery with cyanosis and gangrene, and (c) 
disturbances of the sympathetic nervous system with vasomotor changes similar 
to those of Raynaud’s disease.’” 


It was emphasized that no one mechanism could explain all cases of this syn- 
drome.'°*8 Of 46 operations, in only seven cases was the syndrome due to pressure 
from the clavicle; in the remainder, compression was due to cervical rib or analogous 
fibrous band, or to the scalenus medius tendon.178_ The scalenus anticus may be in- 
volved secondary to cervical spine lesions.18°* An interesting case of primary scalenus 
anticus syndrome due to trichinosis of the muscle was reported.21°® Some felt that 
the diagnosis of scalenus anticus syndrome was being made less frequently as knowl- 
edge of cervical spine pathology was improving.‘¢4 The results of surgery were 
found to be less satisfactory in patients with roentgen evidence of degenerative ar- 
thritis of the cervical spine.’ 

Various maneuvers were recommended for determination of the mechanism pro- 
ducing this syndrome. The most common was the “Adson maneuver.” In this, the 
patient sits with his hand resting on his knees, the examiner palpating the radial ar- 
teries. The patient then takes a deep breath, elevates his chin, and turns his head to 
the affected side. A prominent diminution of the radial pulse constitutes a positive 
test, and is presumably indicative of a cervical rib or scalenus anticus syndrome.?? 
The “hyperabduction maneuver” consists of elevating the affected arm in the lateral 
plane of the body and palpating the radial pulse with the arm extended high above the 
head. Obliteration of the pulse was thought to indicate compression of the artery in 
the space between the first rib and clavicle,*°° 22° but the test may be positive in 
normal persons.872 The “military position maneuver” consists of having the patient 
assume a stiff upright position and thrust the shoulders backward and then down. 
This, too, may obliterate the pulse due to compression between the first rib and the 
clavicle.1348, 1550, 2209 The “downward traction maneuver” consists of palpating the 
radial pulse while pulling the arm downward. Diminution of the pulse is associated 
with postural defects, such as drooping shoulders, as well as compression at the costo- 
clavicular or scalenus anticus syndrome.**! Plethysmographic studies during 
the maneuvers may be of additional value. A carotid sinus syndrome may cause 
confusion.®* 
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Treatment was dependent on the severity of symptoms. Conservative meas- 
ures included avoidance of work or positions likely to bring about compression, 
the use of a sling when necessary, exercises to maintain the shoulders erect, and 
novocain injection of the scalenus anticus muscle. Operations included section 
of the scalene muscles, removal of supernumerary ribs, removal of a portion or 
all of the first rib or clavicle, and sympathectomy.** 872, 98%, 2088, 1261, 1820, 1781 


NONARTICULAR RHEUMATISM 


The term “nonarticular rheumatism” embraces a large group of miscellaneous 
conditions with the common denominator of pain in, and stiffness of, connective 
tissue near but outside the joints.®°* "°° These disorders are considered as a 
group for convenience in classification, not because of any common etiologic or 
clinical characteristics.*°* Such nonarticular forms of rheumatism are more 
prevalent than rheumatoid arthritis, rheumatic fever or gout.*** While some 
forms of nonarticular rheumatism, such as bursitis and tendinitis, present well- 
defined features, others—particularly those referred to as “‘fibrositis” and “my- 
algia”—are poorly defined, without clear-cut etiology or pathology, and they hold 
different connotations to different physicians and in various parts of the world. 
[In this review the term “fibrositis” is not used as a synonym for nonarticular rheu- 
matism, but refers to the symptom complex discussed in a subsequent section as one 
of the subtypes of nonarticular rheumatism. The sections dealing with “The Painful 
Shoulder,” “Brachial Neuralgia” and “Backache and Sciatic Pain” also refer to cer- 
tain conditions which can be considered as forms of nonarticular rheumatism.—Ed. | 

Diseases of Bursae (Bursitis). Acute or chronic inflammation may involve 
any bursa in the body. Of the superficial bursae which lie between bony promi- 
nences and skin, the olecranon and prepatellar were the most common sites of 
bursitis. Among the deep bursae which lie between muscles or tendons and 
moving bony prominences, bursitis occurred most frequently in the subacromial, 
subgluteal, iliopsoas, supra-trochanteric, semimembranosus, pretibial and Achil- 
les’ bursae.5* 54 48, 898,700 The etiology was usually obscure. Superficial bur- 
sae sometimes became inflamed after repeated or chronic trauma and irritation 
of their walls. Unusual activity, exposure to dampness and cold, and infection 
were other etiologic factors suggested.®’* Specific infections such as tuberculo- 
sis should be considered in the differential diagnosis of chronic bursitis.1*4 1°** 
Case reports illustrating possible confusion of several unrelated conditions with 
bursitis were presented and the differential diagnosis was discussed.*° “°° The 
clinical features, diagnosis and treatment of bursitis in the various anatomic sites 
outlined above were described in detail.5* °* Subacromial bursitis, the most 
common type, is discussed in the section on “The Painful Shoulder.” 


Tuberculous bursitis affected the subacromial bursa in six patients,'‘** the bursae 
about the greater trochanter of the femur in eight patients, and the olecranon and 
ischial bursa in one instance each.198° 


Treatment. Analgesic drugs, rest and immobilization with slings or splints, 
heat and assisted and active exercises as pain subsided, were the basic measures 
recommended. Cold applications were used if heat caused aggravation of 
pain.®** °*t Aspiration was performed if the bursa was acutely inflamed or dis- 
tended. Local injections of cortisone were reported effective,‘**’ but subse- 
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quently were supplanted by hydrocortisone injections directly into the bursa as 
an important addition to the treatment of this disorder.*** X-ray therapy **”? 
and local injection of the bursa with procaine or procaine-amide-hydrochlo- 
ride *4** were favored by some. Many other measures were advocated which 
require further assessment or have not been generally adopted to date. These 
included ultrasonic therapy,'*** vitamin pregnenolone acetate,'*** intra- 
muscular adenosine-5-monophosphate,**** intravenous iron cacodylate,’® counter- 
irritating liniments **** and mephenesin.*** Surgical removal of the calcified de- 
posit was advocated if conservative treatment failed to provide relief. 

In tuberculous bursitis, administration of streptomycin and PAS and surgical 
excision of the bursa and all its ramifications and sinuses were the treatment of 
choice. If surgery was contraindicated, repeated aspiration and prolonged im- 
mobilization in plaster were advocated.**#? 1985 

Tenosynovitis and Tendinitis. Inflammation or degeneration of tendons 
and tendon sheaths may occur in association with frank arthritis, or may be in- 
dependent of joint lesions.*** Unusual manifestations of rheumatoid tenosyno- 
vitis were described.*°* Tuberculous tenosynovitis pursues a chronic, slowly 
destructive course and may involve any tendon sheath, the wrist being the most 
common site. In one series of 52 patients, the sexes were about equally affected ; 
the right side of the body was involved twice as often as the left. Open opera- 
tive excision produced better results than rest, immobilization and supportive 
care, the conventional treatment of tuberculosis.*** [Most of these patients were 
treated before the advent of streptomycin and other tuberculostatic agents.—Ed. } 


Etiologic factors in nonspecific tenosynovitis included single or repeated local 
strain or trauma and repetitive stereotyped movements requiring effort and speed. 
Tendons which move around corners or under ligaments were thought to be particu- 
larly susceptible. The extensor and flexor tendons and their sheaths in the dorsal 
and volar carpal tunnels at the wrist were most often involved, with the anterior and 
posterior tibial and peroneal tendons at the ankle next in frequency. Local pain, 
swelling and tenderness, with weakness of the affected muscles, were the usual mani- 
festations. Some subsided spontaneously, others ran a prolonged course, with exacer- 
bations on resuming activity. Treatment included immobilization, heat, analgesics and 
graded exercises.®4* Local injection of hydrocortisone,?°° x-ray therapy and sur- 
gical excision of the sheath **° were recommended for those failing to respond to con- 
servative therapy. 


Stenosing Tendovaginitis. The hand was the most common site. Quer- 
vain’s disease (stenosing tendovaginitis of the abductor pollicis longus and ex- 
tensor pollicis brevis as they pass through their common sheath over the radial 
styloid) was frequently associated with anomalous arrangement of these tendons 
and their sheaths ; but such anomalies were not considered to be etiologically sig- 
nificant.’?*® 27 An important physical sign was the production of pain by ulnar 
deviation of the hand with the thumb held across the palm by the flexed fingers. 
Snapping, locking and crepitus were not features of this disease. Conservative 
treatment was usually unsatisfactory, and surgery with early resumption of active 
movement was the treatment of choice.*** 1297 1801, 1818, 1781, 2017, 2181 


Stenosing tendovaginitis may also involve the tendons of the flexor pollicis longus 
(frequently in infants), flexor digitorum sublimus and profundus, extensor carpi radi- 
alis longus and brevis, extensor pollicis longus, extensor indicis proprius, extensor di- 
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giti quinti proprius, extensor carpi ulnaris and flexor carpi radialis. Stenosing tendo- 
vaginitis of the flexors of the fingers and thumb produced pain, snapping and locking 
in flexion, the so-called “trigger finger” or “trigger thumb.” Treatment was similar 
to that in Quervain’s disease. Reviews of large series of patients, covering the ana- 
tomic, pathologic and clinical features, as well as diagnosis and treatment, were the 
subjects of several reports.2°5, 843, 1237, 1238, 1301, 1818, 1781, 2017, 2184 Stenosing tenosyno- 
vitis of the foot and ankle most commonly affected the peroneal tendons; occasionally 
the dorsal and medial tendons were involved after trauma.°°® Anomalies were found 
at operation in four of 11 cases of synovitis of the posterior tibial tendon sheath.**° 

Noncalcific Tendinitis. Tendinitis may occur in tendons without synovial cover- 
ings. The rotator cuff and biceps tendons at the shoulder were most commonly in- 
volved. Other sites were the common tendinous origin of the forearm extensors from 
the lateral humeral epicondyle (“tennis elbow’), the wrist extensors proximal to the 
sheath beneath the dorsal carpal ligament, the anterior and posterior tibial tendons 
proximal to the ankle, the triceps brachii and Achilles’ tendons. It was stated that 
any place of insertion of tendons into periosteum could be the site of recurrent tendo- 
periostitis.1844 Tendinitis at the insertion of the common extensor tendon to the head 
of the first phalanx of the fingers was attributed to recurrent occupational strain in 
three patients,°%* and three instances of focal degeneration of the patellar tendon were 
reported.1465 The term “peri-tendinitis crepitans”’ was advocated to describe in- 
flammatory changes confined to musculotendinous junctions.***7 In addition to immo- 
bilization, heat, analgesics and graded exercises, various other forms of therapy were 
recommended, including local procaine injection, 7°, 2°27 x-ray therapy,1®? phenyl- 
butazone,!22?_ adenosine-5-monophosphate,!*** vitamin E 2°? and ultrasonic ther- 
apy.1988 


Calcareous Tendinitis. Calcification may occur in tendons at their bony at- 
tachments, in the substance of the tendon itself, at times extending into the ad- 
jacent muscles (myotendinitis calcarea) or the peritendinous connective tissue 
(peritendinitis calcarea).1*** The basic lesion was considered to be a focal de- 
generation or necrosis of tendinous tissue with deposition of calcium in the ne- 
crotic collagenous tissue; formation of a “calcium granuloma” and secondary 
inflammatory reactions commonly occurred. This sequence of events was well 
documented in study of material removed from the shoulder in 55 patients.*®° 
Comparable lesions were described in tendons about the wrists, elbows, fingers, 
hip, knee and ankle.?® 441, 792, 1007, 1281, 1474, 1580, 1647 Wrist involvement was most 
often on the ulnar side, with calcification in the tendon of the flexor carpi ulnaris 
or in the bursa beneath this tendon near its insertion into the pisiform bone."®* 
1647 Some considered the condition self-limited and advised only immobilization 
and heat." Others advocated x-ray therapy.** 16°? “Washing out” or 
surgical removal of the calcified material was advocated if conservative measures 
were unsatisfactory. [The frequency of spontaneous remission makes the therapy 
difficult to evaluate—Ed.] Sandstrom suggested that one type of intervertebral 
disc calcification may be produced by the same mechanism and, like calcareous 
tendinitis elsewhere, be capable of producing pain, tenderness, spasm and limi- 
tation of motion.*** 

Dupuytren’s Contracture. The etiology of this abnormality of the palmar 
fascia remained obscure. Familial predisposition was again emphasized.'#% 189° 
Local trauma, occupation and endocrine factors were not considered etiologi- 
cally significant,°*” 14° 2°22 although some felt that repeated minor traumas in 
predisposed individuals were causative factors.'*°® The lesion was considered 
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to be a low-grade inflammation associated with excessive scar tissue formation, 
with progression from an active stage of fibroblastic proliferation to later, acel- 
lular stage in which collagen fibers predominated.**%°® However, Warren was 
not impressed by evidence that the reaction is primarily one of inflammation ; 
in his opinion, the lesion appeared to be the result of the growth and infiltration 
of palmar fascia into surrounding structures, becoming adherent to skin, tendons 
and joint capsule. “The conception of this lesion as a benign neoplasm of the 
palmar fascia best explains the clinical and pathologic process.” *1°° 

Well recognized clinical features were again summarized.'*** 18° The asso- 
ciation of dorsal knuckle pads was noted in eight of 36 patients in one series; 
histologic section of such a dorsal nodule disclosed an appearance similar to the 
early active cellular phase of the palmar contracture.**°® Dupuytren’s contrac- 
ture was associated with Peyronie’s disease in 10 patients; histologic similarities 
in the two conditions led to speculation that they may have a common patho- 
genesis.?181 


Opinion regarding the value of vitamin E administration remained divided be- 
tween proponents 18: 2°22 and skeptics.1*83 1747 A carefully planned objective study 
gave evidence of limited but definite benefit from this vitamin. Casts were made of 
26 affected hands in 19 patients, and measurements made of the volume of the palmar 
concavity and the angle of contracture of the fifth finger. After 300 days of admin- 
istration of d-l-alpha-tocopherol acetate in doses of 300 mg. per day, there was definite 
improvement with respect to palmar concavity in 23 instances and to angle of finger 
contracture in 15 instances. The magnitude of the changes was only moderate; the 
benefit was substantially maintained 200 days after the drug was stopped, but regres- 
sion occurred by 335 days after its discontinuation.7® [It should be noted that the 
subjects in this study had longstanding chronic contractures; the average age of the subjects 
was 74 years.—Ed.] 

The details of technic of surgical treatment were described by several authors.7? 
884, 1383, 1495, 1809, 1888 Reported results were consistently good. Postoperative admin- 
istration of cortisone tended to lessen edema and scar formation and permit more 
effective mobilization.1*° X-ray therapy was said to be beneficial during the early 
stages of fibroblastic proliferation, but its effects were not consistent or sustained.14% 
Two patients treated with microwave diathermy were reported to have obtained relief 
of finger flexion deformities.?*5* 

Calcinosis. Additional cases of circumscript ®8% 1667 and universal °° calcinosis 
were reported. Recognized features of each condition 1°" and their frequent occur- 
rence in patients with scleroderma *®: 883 and dermatomyositis 278° were again noted. 

Soft Tissue Calcifications and Ossifications Associated with Spinal Cord Lesions. 
Of a group of 30 paraplegic patients, 16 showed single or multiple calcifications, com- 
monly undergoing transformation to true bone. These always occurred below the 
level of the cord lesion. It was considered that they were related to the interruption 
of nerve pathways, particularly of the sympathetics, with reversion to embryonic 
tissue and bony 


Myositis and Myalgia 


Myositis Ossificans Progressiva. This rare, progressive disorder of meso- 
dermal differentiation is characterized by gradual calcification or ossification in con- 
nective tissue about muscles, tendons, aponeuroses, fascia and ligaments, le; ‘ing even- 
tually to bony ankylosis and almost complete immobility of the entire body. Since 
the calcification occurs in the connective tissue about the muscles rather than in the 
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muscles themselves, fibrositis ossificans progressiva was considered a more appropriate 
name. Five additional case reports were recorded.**** ?1* Cortisone therapy was 
associated with marked relief in one patient in the early stages of the disease, but 
was of no benefit to another patient in a more advanced stage.**** 

Myositis Fibrosa Generalisata. Generalized myositis fibrosa, one of the rarest 
muscular disorders, develops insidiously, with gradually increasing stiffness in the 
limbs, interfering with normal voluntary movement, without pain or fever, progressing 
till the patient becomes bedridden and debilitated regardless of treatment. Eleven 
cases from the literature were reviewed and one further case history was reported; 
it was suggested that this disorder is closely related to, if not an actual variant of, 
progressive muscular dystrophy.?°48 

Relapsing Myositis. This term was applied by McLetchie and Aikens to a 
clinical entity not previously described in the literature. The patient, a 33 year old 
man, was observed over a 17 month period during a relapsing, febrile illness charac- 
terized by numerous tender muscular swellings, protean in distribution, sometimes 
large in size, almost all of which completely regressed, with ultimate restoration of 
normal function. Muscle biopsies disclosed widespread patchy necrosis of muscle 
fibers; the lesions were distinguished from dermatomyositis by the absence of vascular 
lesions and of fibrinoid degeneration of collagen and by the normal appearance of the 
mesenchymatous investment of the muscle. A permanent heart block developed dur- 
ing the course of the illness.147¢ 

Epidemic Myositis or Myalgia (Epidemic Pleurodynia: Bornholm Disease). 
A considerable number of epidemics in various parts of the world were reported, 
stressing the clinical features, and epidemiologic and virologic studies.*%* 5% 1024,1258, 
1481, 1552, 1616, 1759, 2082, 2126, 2198 (Complications included orchitis, pleurisy and menin- 
gitis. Orchitis was not uncommon in adults during the second week of the illness, 
leaving no residual testicular atrophy.1°°? Recurrences were frequent in some epi- 
demics.1552, 2193 

Extensive studies were carried out on Coxsackie viruses and their etiologic role 
in epidemic myalgia.77 279, 522, 526, 1022, 1023, 1024, 1258, 1443, 1616, 1759, 2082, 2126, 2193 There 
was impressive evidence from isolation of virus and development of neutralizing anti- 
bodies that one or more strains of Coxsackie virus, Group B ( Dalldorf), are pathogenic 
for man and result in the clinical disease recognized by this name. While recent 
American epidemics have been attributed to a Coxsackie virus of Group B, Type 3 
(Dalldorf), it was considered possible that different epidemics might be caused by 


other strains within this group. 


Myalgia and Myalgic Spots. Myalgia and myalgic spots were attributed 
to a variety of apparently unrelated etiologic factors, including infections, al- 
lergies, climatic conditions, trauma and psychic stress. It was thought that 
through the common factor of vasomotor imbalance, all of these could produce 
local areas of decreased blood flow, with resulting hypoxia or anoxia in muscles 
and tendons.” Others contended that the diffuse muscle aching and 
local tender spots constituted pain referred via reflex pathways from visceral 
or somatic tissues, and were accompanied by tenderness due to liberation of a 
“pain substance,”""** or to disturbance of sympathetic control of a “glomus body- 
organ.” **4*_ Other causative factors incriminated included food allergies 141% 1716 
and faulty posture during sleep.44 Various forms of treatment were recom- 
mended : ultrasonic therapy,’®** exclusion of allergenic foods from the diet,*1% 1726 


and injection of the tender “trigger areas” with local anesthetic solutions.7°* 7 
797, 2027 
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Electromyographic studies in 63 persons with occupational myalgia indicated a 
certain degree of hyperirritability of the affected muscles and evidence that those 
afflicted used more muscle power in typing than did control subjects.'*** Gordon also 
believed that overuse of muscle can cause isolated myalgia. Eight patients with 
sharply localized pain and tenderness at the lower angle of the scapula, over the 
insertion of the serratus magnus, were all doing repetitive work involving this muscle; 
symptoms were relieved by change of activity.8° 


Fibrositis 


Much confusion and controversy surrounded this subject. This was due 
in part to lack of uniform diagnostic criteria, in part to the use of multiple 
alternative terms such as myalgia, myofibrositis, myofasciitis and muscular rheu- 
matism, and in part to the tendency of some to apply the term “fibrositis” to all 
types of nonarticular rheumatism. Nevertheless, it was felt that even after 
separation of such definable entities as tendinitis, bursitis, fat herniations, psy- 
chogenic rheumatism, etc., there remained a group of individuals with diffuse 
or localized soft tissue pain and stiffness with certain qualitative characteristics, 
in the absence of clinical, laboratory or x-ray abnormalities, in whom the diag- 
nosis of “fibrositis” appeared justifiable.*** °** 1°44 Since this diagnosis was 
based on a clinical symptom-complex rather than on any pathologic tissue 
changes, the term “fibrositis-syndrome” was recommended.*** [It is evident that 
much confusion stems from the fact that a symptom complex was labeled with a word with 
specific pathologic implications—Ed.] With the recognition that various patho- 
logic lesions of joints, ligaments, intervertebral discs and bursae are responsible 
for what was hitherto considered to be fibrositic pain, the use of fibrositis as an 
exact diagnosis has been subjected to criticism.°® “It may well be as convenient 
a term as ‘rheumatism,’ but it seems likely that it will gradually lose its useful- 
ness as more exact diagnosis becomes possible” (Tegner ****). 


Etiology. The earlier concept of local inflammatory changes in muscle and con- 
nective tissue was generally discredited; such lesions have not been found in biopsy 
specimens.®% 818, 981, 1544 Many considered that this condition was not a clear-cut 
disease entity, but a syndrome brought about by a variety of different factors such 
as trauma, fatigue, psychic stress, physical strain, cold, dampness and possibly endo- 
crine dysfunction.®® 8183 Hypoxia or anoxia in muscle and connective tissue was 
postulated as the common mechanism by which such diverse factors can produce local 
“myalgic spots” and diffuse aching.79* 795,797 Others contended that the diffuse ach- 
ing and myalgic spots constituted pain referred via reflex pathways from visceral, 
cutaneous or somatic tissues.14%4 1883 It was suggested that fibrositis resulted from 
localized periostitis or osteitis of the underlying bone.1*4% [Histologic evidence sup- 
porting this speculation was described, but vaguely—Ed.] A further theory proposed that 
“primary fibrositis’ was due to disturbed muscle nutrition caused by dysfunction of 
the osseomuscular vascular channels which were demonstrated to exist between bone 
metaphyses and the overlying muscle.°?* Focal infection was not considered etio- 
logically significant in most cases,’ §13 although some felt it might act as a “trigger 
mechanism” in certain instances.°*t Many cases of so-called “fibrositis” were at- 
tributed to mechanical strain on supporting tissues due to obesity, faulty posture and 
inadequate musculature,!*° 2691 and to faulty postural habits during sleep.** Food 
allergies were incriminated by some.1!12,1716 Psychologic factors were recognized 
more and more widely, and many considered that psychosomatic “tension-states” were 
the most important, if not the sole etiologic factor in many patients.81% 991, 1087, 1821 
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Clinical Features. Pain, stiffness, soreness and fatigue were the usual 
symptoms. Paresthesias were noted by some. The pain was generally de- 
scribed as a dull ache, worse after rest, improving with moderate activity but 
recurring with the onset of fatigue, often precipitated or aggravated by cold, 
drafts, dampness and emotional upsets. Pain was relieved at least temporarily 
by heat, salicylates, alcohol and physical and mental relaxation. Physical ex- 
amination usually revealed no abnormality, but some patients exhibited limited 
movement of the affected part, muscular tenderness (diffuse or in localized 
“myalgic spots”), and at times vague nodular thickenings in the areas of tender- 
ness. No symptoms or signs of constitutional illness other than fatigue or lack 
of energy were evident. The onset was variable, sudden in some, insidious in 
others. The course could be acute, subacute or chronic, with exacerbations and 
remissions. The most frequent sites of involvement were the lower back, thigh, 
neck, shoulder and hand, and the interscapular, thoracic and gluteal areas.%°* ** 
981, 988, 1554 The syndrome of “fibrositic headache” was discussed in detail.*** 
The hemoglobin, leukocyte count, sedimentation rate, x-ray studies and biopsies 
from affected areas showed no consistent abnormality.®*® °** 

Diagnosis. ‘“Fibrositis is a useful diagnosis. It requires the very briefest 
history; a single word may be sufficient—pain. For physical examination a 
single prod eliciting tenderness may be enough.” °° [Thus was superficial diag- 
nosis of this condition ridiculed —Ed.] It was recommended that the diagnosis 
of fibrositis be confined to those patients exhibiting the typical clinical syndrome 
described above, with no evidence of underlying disease or disorder which could 
be responsible for secondary “fibrositic’ symptoms. The differentiation from 
the early stages of joint, bone and muscle diseases, particularly rheumatoid 
arthritis, may be very difficult and in some instances may be possible only as 
the disease runs its course and other features appear.®** Similarity to symptoms 
produced by diseased intervertebral discs was again pointed out.**"® 

Treatment. Basic measures included reassurance concerning the absence 
of disabling disease, explanation of the nature of the symptoms, adequate rest, 
and the use of salicylates, local heat, massage, postural and general stretching 
and relaxation exercises. Correction of postural faults and weight reduction 
of the obese were advised as indicated. Foci of infection were treated on their 
own merits. Adjustment of occupation and environment was advisable in some 
instances. Physical and recreational activities which did not induce fatigue or 
aggravate symptoms were encouraged.®®: 700, 818, 981, 1200, 1691 Adijuncts to 
physiotherapy, such as ultrasonic therapy,’®** microwave diathermy,?*°* counter- 
irritating and vasodilating liniments,*® local injection of anesthetic oils,1*** and 
the use of mephenesin,®**°8" were advocated [but not widely accepted as valuable 
procedures—Ed.]. Oral phenylbutazone produced “prompt relief in three of four 
patients with acute myofibrositis.” **?? Injection of novacain, procaine or pro- 
caine amide hydrochloride into local tender areas continued to have many advo- 
Cates, ®% 794, 795, 797, 818, 981, 1200, 1691, 1883, 2186 Proper selection of patients and limi- 
tations in the usefulness of procaine injections were stressed.*°* *°** Adequate 
psychologic appraisal and skillful psychotherapy were considered of basic impor- 
tance in many cases.®1* 81, 1087, 1821 


Injection of painful sites with cortisone “relieved 17 of 34 patients with myo- 
fascitis.” 1587 The use of systemic cortisone was considered unwarranted.®% 79° Pre- 
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vious claims for the effectiveness of inunctions of adrenaline cream were not confirmed 
in two controlled studies.*1¢ 1249 Other forms of treatment of unconfirmed value 
included intramuscular vitamin B,,,°** local injections of camphor and benzyl sali- 
cylate in oil,124%: 1877 elimination of allergenic foods from the intramuscular 
pregnenolone acetate,172° oral vitamin E, vitamin E ointment, histamine 
iontophoresis 17°° and antihistaminic drugs.1°** 


. Disorders of Fatty Tissues 


Herniation of Subfascial Fat. Copeman’s concept of painful distention of 
fat lobules due to edema and their herniation through deficient areas of fascia, 
with the production of “fibrositic’” symptoms, was supported by observations 
in 302 patients with backache.°** Such herniations were most commonly found 
in the lumbosacral or sacro-iliac regions as single or multiple tender, painful 
nodes. Pain was at times severe, and some patients experienced difficulty in 
moving at the onset of an episode.*** Such pannicular hernias can be differ- 
entiated from diffuse panniculitis and relapsing febrile nodular panniculitis.°** 
Relief was obtained by local injections of procaine, and this therapy could be 
repeated as needed. Individuals thus relieved temporarily by local injections 
may expect permanent relief from surgical removal of the nodules.***: %*: 94% 951, 
1567, 1864 Tf pain was not relieved by local injections with novocain, there was 
little likelihood that operative removal of the nodules would prove beneficial.°** 
Resection of subfascial fat tissue at the sites of “trigger areas” of the lumbo- 
dorsal fascia was said to result in relief of chronic backache.*?* *?® [These sur- 
gical claims would be more impressive if supported by some objective data or by 
controlled observations.—Ed. ] 


Other Lesions in Fat of Normal Distribution. A 30 year old obese woman 
developed pain and tenderness over the anterior aspect of the patella following direct 
trauma. This was considered to represent a traumatic prepatellar bursitis, but at 
operation a fat pad was found superficial to and adherent to the normal prepatellar 
bursa. Complete relief followed excision of the fat pad, which showed no abnormality 
on microscopic examination.*°? [Similar painful tender areas in subcutaneous fat of 
normal distribution were described in the Tenth Rheumatism Review.—Ed. ] 

Panniculitis. Pain arising in abnormal fat deposits was said to occur most 
commonly at the menopause, usually accompanied by rapidly developing fat accumula- 
tions in the trunk and limbs. Biopsies revealed thickening and increased density of 
collagen bundles in the reticular layer of the dermis, with no evidence of inflammation, 
no cellular reaction, and no abnormality in the fatty tissue. The term “panniculitis” 
was therefore considered a misnomer. The condition tended to clear up spontaneously ; 
treatment with reducing diet, salt restriction, general exercises, hydrotherapy and 
massage was recommended.®® 

Relapsing Febrile Nodular Nonsuppurative Panniculitis (Weber-Christian Dis- 
ease). Additional cases were recorded and the established clinical and pathologic 
features were reviewed. 76, 882, 887, 1315, 1760, 1918 Snlenomegaly was reported in 
some.®5?, 887 Similarity to the manifestations of various “collagen diseases” was again 
noted.1515, 1760, 1913 Tn one patient phlebosclerosis was prominent.®? The etiology 
remained obscure. Allergy, infection, trauma, disordered fat metabolism, endocrine 
disorders, dietary deficiencies, renal insufficiency and ingestion of halogens all have 
been implicated but were not consistent etiologic factors. Virus studies of biopsied 
tissue were negative.191* A relationship to Hodgkin’s disease was suggested in some 
cases. 1918 Treatment was mainly supportive and symptomatic. Sulfonamides, 
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the various antibiotics, heavy metals, x-ray therapy, quinine, viosterol, thyroid and 
pituitary extracts, androgens, antihistaminics, para-aminobenzoate and numerous other 
therapeutic agents advocated in the past have not been consistently beneficial. Regres- 
sion of lesions during treatment with cortisone ®** 191° and with corticotropin 2% 151% 
was noted, but some patients failed to respond during a subsequent relapse.*®% 1928 


Psychogenic Rheumatism 


Psychogenic rheumatism was defined as “the rheumatic manifestations of a 
psychoneurosis.” It was characterized by arthralgia, muscle and tendon pain, 
stiffness and interference with joint motion resembling those seen in common 
forms of arthritis and “fibrositis,” occurring in persons in emotional conflict. 
Absence of joint changes on clinical and roentgenologic examination, normal lab- 
oratory observations and good organic health were characteristic. Bizarre pos- 
tures not conforming to anatomic changes and recognition of other evidences 
of psychoneuroses were helpful diagnostic features.°°* Some felt that psycho- 
genic rheumatism should be differentiated from “fibrositis” on the basis of 
failure to respond to measures usually effective in the relief of “fibrositis,” and 
because of the inconsistency and atypical localization of symptoms in the patient 
with psychogenic rheumatism.** °** Others considered that the typical “fibro- 
sitic syndrome” could arise solely on a psychogenic basis.***:°** This disorder 
was reported to be one of the more common forms of nonarticular rheumatism 
seen in civilian and military practice.*® 

It was emphasized that people could become physically sore and stiff from 
mental as well as physical causes. While some presented manifestations of 
frank and at times severe psychoneuroses, others did not merit such a definite 
diagnosis but were emotionally unstable, reacting in an exaggerated way to what 
most people would consider ordinary trials of life by becoming tense, keyed-up, 
“tied in knots” and unable to relax. It was proposed that such psychic stress 
acted through some peripheral mechanism, possibly a local neuromuscular or 
vascular dysfunction, to produce muscle tension which would rise and fall with 
fluctuations in emotional tension. This could in some way stimulate muscle 
pain mechanisms to produce aching and tenderness and, by nervous reflex path- 
ways, result in “trigger points” and referred sensations.*** Further reference 
was made to the importance of sustained, excessive muscle tension associated 
with chronic emotional disturbances in the production of soft-tissue pain, and 
reports of increased electromyographic potential in skeletal muscles of tense, 
anxious individuals with such pain were quoted. These patients were described 
as “rigid, insecure, resentful and hyperkinetic, exhibiting a characteristic pattern 
of dealing with stressful life situations by vigorously and relentlessly attacking 
their problems.” Their continual struggle between dependent needs and resent- 
ment and their aggressive drives was reflected in excessive muscle tension suffi- 
cient to require voluntary neuromuscular effort to overcome it, eventually result- 
ing in impaired muscular efficiency and susceptibility of muscle and other 
supporting structures to minor trauma, with subsequent pain.**** 

Reassurance concerning the absence of any disabling or serious disease and 
patient explanation of the nature of the disorder were said to form the basis 
of treatment. Prolonged psychotherapy was necessary in some instances to 
effect a rationalization of life problems and adjustment to emotional conflicts. 
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Efforts should be directed toward educating the patient to relax both physically 
and mentally, with the aid of mild sedation if necessary.*** °** 


Tumors of Synovial Tissues 


Hemangioma. Cavernous hemangioma of the knee, although uncommon, was 
stated to give a characteristic clinical picture. It occurred more frequently in females, 
and may be preceded by trauma. It may present with pain, limp, limited movement 
and a tender, spongy swelling which may be diminished by elevating the limb. Exci- 
sion of the pedunculated type was advised, but for the diffuse type, roentgen therapy 
or injection of sclerosing solutions was preferred.1°28 

Osteochondromatosis and Synovial Chondromatosis. In this condition, bony 
or cartilaginous nodules develop singly or in clusters in synovial membrane. These 
nodules become extruded toward the joint surface, at first retaining hairlike pedicles 
which ultimately break, leaving the body loose within the joint cavity. Single joint 
involvement was the rule, affecting the knee, elbow, ankle, hip, shoulder, hands and 
feet, in decreasing order of frequency. Although disabling secondary osteoarthritis 
was a common sequel, this condition could be differentiated from chronic arthritis 
in the great majority of cases by accurate clinical and radiologic examination.*** An 
unusual instance of acute, disabling osteochondromatosis of the hip was reported,*’? 
as well as presumably the first case of temporomandibular joint involvement.?4#° The 
peroneal.tendon sheath was the site of osteochondroma formation in one case.°® 

Pigmented Villonodular Synovitis. This term was considered synonymous 
with xanthomatous, myeloid, giant cell or polymorphous cell synovial tumor, benign 
giant cell synovioma, xanthogranuloma, and hemorrhagic villous synovitis.147% 1879 
Some looked upon it as a quasitumorous or local proliferative reaction,°* 187° or a 
villous synovitis which perpetuates itself because of hemorrhage.®*t Others felt that 
it is a true benign neoplasm.??°* In five reported cases the condition presented as a 
chronic mono-articular lesion, often with palpable tumor, of the knee or ankle. As- 
piration produced sterile serosanguineous fluid, sometimes laden with cholesterol 
crystals. Surgical excision of involved synovium followed by x-ray irradiation was 
the recommended treatment.’478 An unusual instance of involvement of the ileo- 
pectineal bursa was reported.?2?¢ 

Giant Cell Tumor of Tendon Sheaths. The exact nature of these tumors con- 
tinued to be the subject of disagreement. The microscopic features were similar to 
those of pigmented villonodular synovitis; some considered them to be a form of 
tenosynovitis,!°* others felt that they were true benign neoplasms.??®* In series of 
85 patients 22° and of 41 patients ®* the occurrence of this condition conformed to 
the recognized age peak in the middle decades, the more frequent occurrence in 
women, and the predilection for location in the hands and fingers. Bone involvement, 
usually limited to erosion, was not uncommon if it was looked for carefully.°** Treat- 
ment consisted of excising the local lesion as completely as possible. Postoperative 
recurrences were not uncommon; they developed in 25 of 54 patients followed by 
Wright.229* Kestler described six cases in which rheumatoid tenosynovitis simulated 
tumor of the tendon sheaths.1*5¢ 

Synovial Sarcoma (Malignant Synovioma). This relatively uncommon, highly 
malignant tumor was regarded as presenting a varied histologic picture, depending 
on the potentialities of differentiation of connective tissue cells.**! 8,11°8 Though 
more commonly found in areas where synovial membrane is present, there was little 
or no evidence that they actually arose from a synovial surface.®*! ‘The classification 
is histologic, not histogenetic, in basis” (King ***). Fiske felt that synovioma was 
an unfortunate term, and preferred the term “parasynovial sarcoma.” ** [The con- 
fusion is reflected in occasional reports of “benign synovioma.” 1°12—Ed.] 
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Tillotson and co-workers tabulated 194 acceptable cases from the literature, and 
added 28 cases of their own.?22° Other series added 47, 229° 178"? and 21 cases.12®8 
Individual case reports were also recorded.17> 211, 251, 422, 450, 1319, 1433, 1471, 1900, 1990, 2069 
The variable clinical manifestations included pain, limp, limited movement, and palpa- 
ble tumor or swelling. Most gave no history of trauma. Though it occurred at any 
age, 80% of patients were between 15 and 50, with a slightly higher incidence in males. 
The knee, ankle and foot, thigh and hip, the elbow and the hand were the most common 
sites. A synovioma of the anterior abdominal wall, presumed to arise from the sheath 
of the internal oblique, or from an adventitious bursa, was reported.‘7* Growth was 
usually slow and insidious, spreading along tissue planes and metastasizing late, most 
often to regional lymph nodes and lungs but also at times to bone, liver, skin, bladder, 
bowel, heart, thyroid, brain, and paravertebral and retroperitoneal soft tissues. While 
an accurate diagnosis could not be made on the roentgenologic findings alone, certain 
radiographic features were relatively common.8*?: 1899 Treatment of choice was ampu- 
tation after the diagnostic biopsy. Results of treatment were poor. Eighty per cent 
were dead within five years after operation.248° Symptoms due to metastases were 
relieved in some cases by roentgen therapy or by nitrogen mustard.?°*° 


CONGENITAL DEFECTS 


Hereditary “crooked little fingers” were classified on the basis of mechanism of 
production rather than outward appearance as: (1) incomplete ossification, (2) short 
tendon, and (3) fused ossification. A common example of the first group is clino- 
dactyly, characterized by radial deviation of the terminal phalanx of the fifth finger 
due to a localized area of arrested ossification on the radial side of the shaft of the 
middle phalanx. This trait was inherited as an autosomal dominant in both sexes, 
with a slight lack of penetrance. Its estimated incidence was one per 1,000 of 


population.°44 

A case of osteochondrodystrophy (Morquio-Brailsford’s disease) presented find- 
ings similar to osteochondritis dissecans of the knee.*#? Because of certain clinical 
similarities and suggestive laboratory findings in one case of Ehlers-Danlos syndrome, 
it was suggested that this condition may be due to adrenocortical hyperfunction.1° 
|The evidence for this hypothesis is far from impressive-—Ed. ] 


ARTICULAR DISEASE ASSOCIATED WITH PRIMARY BONE PATHOLOGY 


Hypertrophic Osteoarthropathy. A detailed study of the skeletal lesions 
in seven cases of generalized hypertrophic osteoarthropathy (six associated with 
pulmonary disease, one with congenital heart disease) permitted Gall, Bennett 
and Bauer to develop a pattern of the pathogenesis of this condition. Produc- 
tive periostitis involving the long bones of the extremities constituted the most 
striking finding. The inflammatory periostitis was characterized by lympho- 
cytic and plasma cell infiltration, subperiosteal new bone formation, and the 
production of a pseudocortex which ultimately fused to expand the original cor- 
tical bone. The findings were suggestive of intermittent activity of the periosteal 
lesion. Joints in the involved extremities were the seat of chronic synovitis, 
mild to moderately severe, and nonspecific in character ; this was associated with 
degenerative changes in the articular cartilages. Clubbing of the digits ap- 
peared to result from an increase in soft tissue bulk."®* 


Attention was again called to the fact that the joint symptoms may precede those 
of pulmonary disease, and that the condition may closely simulate rheumatoid arthri- 
tis.689, 694, 1615 Of 14 cases of hypertrophic osteopathy associated with pulmonary 
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neoplasm, in 13 the neoplasm was located in the periphery of the lung.‘**° The 
mechanism of production of the osteopathy and associated clubbing of the fingers 
remained obscure.723 Increased blood flow in clubbed fingers was demonstrated by 
measurement of heat elimination, and apparently was not due to action of vasodilator 
nerves. A reduction in blood flow led to regression of clubbing, as did successful 
treatment of an underlying intrathoracic condition.??5* 

Although hypertrophic osteoarthropathy was usually associated with chronic 
pulmonary disease or congenital heart disease, it may accompany many visceral 
lesions.1725, 2257 Tt may occur as a hereditary anomaly entirely unaccompanied by 
evidence of organic disease, behaving in the manner of a single mendelian dominant 
without sex heritage or influence.21°* A case of osteoarthropathy associated with 
exophthalmic goiter was presented by Greene, who also discussed four other cases 
of “thyroid acropathy,” pointing out that all five were in males, and all were asso- 
ciated with severe exophthalmos and hypothyroidism.**t Unusually rapid develop- 
ment of -hypertrophic osteoarthropathy in a patient with subacute bacterial endocar- 
ditis was reported.1444 Of interest was the development of an apparently identical 
condition in dogs with pulmonary diseases.185° 2°64 


Sarcoidosis. The subject of sarcoidosis continued to intrigue physicians 
and to call forth extensive literary efforts. Additional reviews of literature and 
summaries of hospital experiences tended to confirm the recognized clinical and 
pathologic features of this disease.1®*» 1517, 2218 The most comprehensive 
of these, by Longcope and Freiman,'*** summarized 100 original cases (includ- 
ing 30 autopsies) from The Johns Hopkins Hospital and the Massachusetts 
General Hospital. The riddle of etiology was discussed at length, in the papers 
above and in separate communications. Rostenberg concluded “that the tuber- 
culous causation of sarcoidosis is a most unlikely one” and suggested that “the 
most likely cause is a new infectious agent.” **** However, Moschocowitz con- 
cluded that “evidence has been submitted that points clearly to the fact that 
sarcoidosis is the result of the invasion of the body by dead or avirulent tubercle 
bacilli.” *°* To Jaques, sarcoidosis represented an altered capacity of the host 
to react to various antigens.’ 

For the student of rheumatic disease, interest in sarcoidosis has centered 
around the bone lesions which affect the hands and feet in from 8 to 30% of the 
cases.*°*; 1817, 788, 2218 Although some descriptions did not mention bone involve- 
ment, it was on rare occasions the central or presenting feature.‘**:*°* Clinically, 
the hands may resemble an atypical form of rheumatoid arthritis, remarkable for 
the size of deformities, with little interference with function. X-rays showed 
extensive cystic formations. 

Of particular interest were reports indicating that joint manifestations and 
lesions of skeletal muscle may be features of sarcoidosis. Myers, Gottlieb, Matt- 
man, Eckley and Chason presented exhaustive investigations of four patients 
with polyarthritis resembling rheumatic fever and with hilar lymphadenopathy, 
in whom muscle biopsies showed evidence of sarcoidosis. Erythema nodosum 
was present in three of the cases. The skeletal muscle lesions were noteworthy 
in that typical granulomas were readily demonstrated in routine muscle biopsies 
obtained at random in three cases.1°*® Ina similar patient with erythema nodo- 
sum stimulating rheumatic fever, the diagnosis of sarcoidosis was established by 
lymph node biopsy and a positive Kveim test, but muscle biopsy was negative.*"*° 
In 24 patients with sarcoidosis involving the skeletal muscle, muscular pain and 
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stiffness were present in four cases, muscular weakness and atrophy in five.***° 
In a patient who had experienced pain and recurrent swelling of the ankle for 
several months, bone removed at the time of arthrodesis: showed typical lesions 
of sarcoid. “Sections of joint capsule and synovium revealed an increase in 
fibrous tissue elements and occasional ‘hard tubercles.’ Lymphocytes were rare 
and giant cells were not found.” It was not possible to determine whether the 
cartilage was being invaded by the granuloma, or whether it was undergoing 
fibrous transformation without prior degradation.**** In another patient, the 
occurrence of polyarthritis and sarcoidosis was believed to represent the coinci- 
dental development of rheumatoid arthritis and sarcoidosis.**° 


The Kveim reaction (intracutaneous injection of an antigen made from sarcoid 
lesions, with resultant papular reaction at the site of injection) was positive in 96% 
of cases,*®® although its usefulness as a diagnostic agent was limited because of the 
length of time it may take for the papules to develop. 

Cortisone and ACTH were the only therapeutic agents of any significance. 
Their action was often prompt and dramatic,11 1917, 1824, 1911, 1925, 1987 although the 
question has been raised as to whether they alter the final course of the disease. Preg- 
nancy was reported as exerting a beneficial effect,1*? although others °*° reported no 
effect, good or bad. Of theoretic interest were observations that the negative tuber- 
culin test in some patients with sarcoidosis could, under certain conditions, be con- 
verted temporarily to a positive reaction by cortisone.1®* 


Osteochondritis. Osteochondritis of Growth Centers (Epiphysitis). In- 
volvement of the hip by this disturbance in bone development is usually referred 
to by some variation of the name of Legg-Calvé-Perthes disease; some thought 
it would best be called “flat-headed femur.” *° The importance of early recog- 
nition by roentgenography was again emphasized.'*** Martin stressed the sig- 
nificance of the symmetry of the normal pelvis, the hips being “mirror images 
of each other.” Alterations in the usual anatomic factors producing asymmetry 
can be accurately measured by tracing certain geometric patterns on x-rays. 
Appreciation of such alterations before demonstrable bony changes occur in the 
femoral head may point to the diagnosis.***° Kite and French suggested four 
alterations of the radiographic appearance that assist in early diagnosis: lateral 
displacement of the affected femoral head, decrease in size of the obturator fora- 
men, alteration in shape of the head, and measurement of early bone atrophy by 
a photoelectric light meter.**®° 

The essential principle of treatment was that elimination of weight-bearing 
begin ‘as soon as the disease is suspected, and be discontinued only when clinical 
and x-ray findings do not substantiate the diagnosis.” *°'’ A recapitulation of 
late results of therapy in 78 hips of 72 patients indicated that ambulatory and 
nonambulatory forms of therapy were of about equal effectiveness, early insti- 
tution of treatment being more important than the type used.‘**’ But in other 
hands, prolonged bed-rest and traction produced a “vastly improved end result” 
when compared to ambulatory treatment, with protection from weight-bearing 
by means of a crutch and contralateral shoe lift.%*’ A combined method of 
therapy was described, using bed-rest and traction until degenerative changes 
stopped and regeneration began, and then shifting to a nonweight-bearing brace 
until regeneration was well advanced.°** 

Osteochondritis of the foot bones accounted for the complaints of 13 of 1,232 
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children with foot problems.’*** Localized osteochondritis of the spine **® and 
of an accessory ossification center at the inferior pole of the patella *"* was the 
subject of case reports. 

Osteochondritis Dissecans. In a succinct summary of the generally accepted 
factors relating to this condition, Shipp pointed out that it occurs in joint sur- 
faces which are exposed to trauma, and in which the articular blood supply may 
be barely sufficient for normal wear and tear. Hence, either repeated subclinical 
trauma or a single major injury to such a critical area may so interrupt the 
blood supply of the subchondral bone as to bring about necrosis.*°%? During the 
stage of necrosis, symptoms may be absent, or may take the form of mild, 
transient joint pain. Separation was believed to be almost always accompanied 
by pain on weight-bearing, followed by joint effusion. After detachment, symp- 
toms were those of an internal derangement of the knee.1°° *°4° In a series of 
27 children in whom a total of 36 joints were involved, only four had acute 
symptoms; in 21 there had been intermittent difficulty of a mild degree, and 
two were asymptomatic.**° Although the knee was most commonly affected, 
other locations reported included the elbow,**® 158+ 1498, 1815 the head of the 
ulna,?*** the ankle,**° and the interphalangeal joint of the thumb.?* Some 
felt that the condition could be detected in its incipient stage and sequestration 
could be prevented by immobilization. In young persons, healing was often 
obtained by immobilization if separation had not occurred, but prompt surgery 
was the treatment of choice if separation of a loose body had occurred or was 
imminent.®*® QOthers felt that early surgical intervention before separation 
of the sequestrum provided the best prognosis.1°°* 


Other Conditions. Bingold called attention to the fact that about one third of 
reported cases of skeletal neurofibromatosis have joint changes, consisting of dys- 
plasias, sclerosis of articulating bone ends, or secondary osteoarthritis.19! Changes 
in the femoral head in children suffering from Gaucher’s disease simulated Perthes 
disease; splenectomy did not appear to hasten or retard the development of bone in- 
volvement.?152, In a patient with extensive aseptic necrosis of bone due to caisson 
disease, absence of joint symptoms was attributed to the fact that articulating cartilage 
had not been affected.17°° Extensive primary calcification of articular cartilage was 
asymptomatic in one patient.5® 


STRUCTURE AND FUNCTION OF ARTICULAR TISSUES 
Fundamental Characteristics of Connective Tissue 


Continued interest in the characteristics of connective tissue and its com- 
ponents was manifested in numerous reports. Valuable reviews summarized 
current concepts regarding the development and properties of cellular and fibrillar 
elements and of ground substance, with emphasis on the function of connective 
1704 Problems encountered in such studies were discussed.**® The 
notion that the connective tissue is an inert stuffing material filling up the body 
spaces is giving way to the realization that the extracellular sissue “space” is 
constituted by fibrils and by a complex and potentially reactive gel, which acts 
as a filter-bed for nutrients and metabolites passing to and from cells and blood 
vessels. In turn, the properties of this tissue are sensitive to changes in its 
environment (Gross **), 
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Fibrillar Elements. Collagen and Reticulin. Use of the electron micro- 
scope was extended from the study of isolated fibrils to direct examination of 
thin layers of tissue to obtain further information regarding the fibrillar struc- 
ture in the natural state. A network of submicroscopic fibrils of 300 to 800 A 
in width was found as a regular structure within the ground substance, with still 
smaller fiber threads, “protofibrils,” between the fibrils. In general, the range in 
periodicity was the same as that previously reported for collagen (500 to 800 A). 
Periods of less than 640 A were relatively more frequent in the solitary fibril 
than in those from collagenous bundles. No marked difference in amount, diam- 
eter, structure or periodicity of units was found in very young or old animals, 
or in various diseases.**°° While the fine structure of reticulin as revealed by 
the electron microscope was indistinguishable from that of collagen,**** *°° the 
difference in staining properties between the two was used as the basis for 
general classification of supporting structures.**°* It was pointed out that the 
problem may be one of purity, since reticulin seems always to be associated 
with a certain amount of collagen and ground substance ; *** some evidence sup- 
ported the concept that the argyrophilia of reticulin may be an interface phe- 
nomenon occurring at the boundary between ground substance and _fibril.?*** 
Structural variations in the appearance of collagen fibers under the electron 
microscope were induced by exposure to various chemical and enzymatic 
agents.**8 Electron microscopy and x-ray diffraction technics were used in 
studies of collagen in various disease states, including various “collagen dis- 
eases,” 1126, 1745 [While these studies have not yet clearly defined the nature of 
the change in collagen in pathologic conditions, they have defined limiting conditions 
as a basis for further studies.—Ed. ] 


The locus of collagen fibril formation remained controversial. The collagen of 
certain forms of connective tissue could be dissolved in organic acid buffers and then 
reconstituted as fibrils by dialysis. The fine structure of the reconstituted fibrils varied 
with the conditions of the experiments. Mucoprotein was found to induce the pre- 
cipitation of fibrils, some of which had the characteristics of typical collagen; °* 
however, a variety of organic substances appeared to have similar properties, and the 
action of these precipitating substances seemed to be nonspecific.*°° *#°° The solu- 
bility of precollagen from rabbit skin was not significantly affected by acid mucopoly- 
saccharides.!*1_ Investigations using biochemical methods for characterizing collagen 
established that ascorbic acid was not required for the maintenance of established or 
newly formed collagen.17®* 1765 However, the need for ascorbic acid in the forma- 
tion of collagen was unequivocally demonstrated; possibly it is necessary for the 
formation of collagen fibers from a collagen precursor.‘7®’ Alkaline phosphatase did 
not appear to play a role in fiber formation. The association of phosphatase activity 
with fibrogenesis in healing wounds was attributed to adsorption of the enzyme from 
surrounding tissue fluids on the newly formed fiber in sufficient concentration to be 
visualized by histochemical methods.*** 

By the feeding to rats of glycine labeled with C**, the metabolic activity of col- 
lagen could be compared with that of other tissue proteins in terms of both rate of 
uptake and turnover of the isotope. Collagen from liver, bone, skin and tendon was 
much less active than muscle or liver protein. In young animals there appeared to 
be a significant uptake and turnover in collagen. But when correction was made for 
newly formed collagen in the process of growth, collagen was found to be relatively 
inert metabolically, even in young animals.1°4? 1°48 The results of similar studies 
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in normal and scorbutic guinea pigs suggested that labeled amino acids may get into 
collagen without complete resynthesis of the macromolecule.1*% 

The x-ray diffraction pattern of collagen has been sufficiently well characterized 
to permit attempts to describe its precise molecular configuration. One proposed 
structure consisted of three poplypeptide chains with a specific sequence of amide 
linkages, each chain being coiled, and with the three helical chains around a common 
axis.1619 X-ray diffraction analyses of rat-tail tendons soaked in solutions where 
hydroxy-apatite was being formed indicated that collagen in some way oriented the 
mineral salts.°6 The ratio of collagen to hexosamine of the skin increased with 
increasing age.1°72, Water exchange and hydrophilic properties of dense collagenous 
tissue differed in some respects from those of gelatin [denatured collagen—Ed.].1584 
Further progress in preparation of specific collagenase free of other proteinases from 
Clostridium histolyticum was reported.1*°¢ 

Elastic Fibers. The preparation and chemical characterization of elastin was 
standardized. Study of elastic fibers exposed to elastase revealed four fibrils, each 
1 in diameter, which formed two pairs of mutually intertwined strands embedded 
in matrix. The presence of elementary threads 25 my in diameter, which aggregated 
by twisting to form fibrils, was established.1*°® The coiled threads previously de- 
scribed after digestion of elastic fibers with trypsin were shown to arise from bacterial 
contaminants of the trypsin.®*® 847 


Ground Substance. The ground substance was defined as the extracellular, 
extrafibrillar amorphous matrix, which varies in content from tissue to tissue. 
The matrix consists of water, salts, nonelectrolytes, proteins, mucoproteins, muco- 
polysaccharides and other substances, which are all probably in various states 
of interaction with each other.*** The mucoprotein-polysaccharide complex of 
ground substance has been the subject of intensive investigation by histochemical 
means and by isolation technics. Histochemical methods are admittedly crude 
and often nonspecific. With isolation technics, exact localization of the tissue 
extracted is impossible, and during the process of extraction the material is 
denatured, degraded or depolymerized to a certain extent.'"* Knowledge con- 
cerning the components of ground substance was reviewed.** *#°* 

Limitations of histochemical methods were emphasized by demonstration of 
competition between dye and protein when mucopolysaccharides were stained 
with basic dyes, such as toluidine blue.®*® The loss of staining after the tissue 
had been subjected to enzymes such as hyaluronidase did not establish specificity, 
since this effect could be produced by destruction of attached protein or by 
masking of the staining group by protein, as well as by action of a specific 
depolymerase. Such studies “clearly indicate the need for caution in the use 
of and more particularly in the interpretation of the results obtained following 
the application of impure hydrolytic enzymes to tissue sections” (Benditt and 
French [We heartily agree.—Ed.] 


On the basis of affinity for colloidal iron, acid mucopolysaccharide was demon- 
strated in subepidermal connective tissue, on glomerular basement membrane, in renal 
pyramids and in intima of arteries.17°® [The method is not specific for identification —Ed. ] 
Unfixed skin collagen became metachromatic when treated with pepsin but not with 
trypsin, whereas denatured collagen became metachromatic with either.°® [The con- 
clusion that pepsin attacked the protein of a protein-polysaccharide complex and freed groups 
of the polysaccharide which combined with the dye is hypothetic—Ed.] Unusual per- 
sistence of metachromatic ground substance was noted during study of regeneration of 
tendon.2°* Metachromasia was found in the tendons of guinea pigs, especially in the 
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chondroid part near the insertion. The staining did not change after prolonged ex- 
ercise, but the glucosamine and sulfur contents of the tendons were higher in exercised 
animals than in the controls.??%* 

On the basis of extraction and isolation, Meyer and Rapport distinguished five 
mucopolysaccharides in connective tissue: (1) hyaluronic acid in vitreous humor, 
synovial fluid, skin and umbilical cord; (2) chondroitin sulfate A in hyaline cartilage ; 
(3) chondroitin sulfate B in heart valves, tendon, aorta and skin; (4) chondroitin 
sulfate C in hyaline cartilage, heart valves, tendon, aorta and umbilical cord; and (5) 
hyaluronosulfate in cornea.1*°* The predominant polysaccharides of subcutaneous tis- 
sues were found to be rich in galactose and in glucosamine.*?° The interfibrillary sub- 
stance was visualized as a microfabric of protein molecules “water-proofed” by mole- 
cules of hyaluronic acid. This concept was developed on the basis of studies of the 
flow of saline through connective tissue membrane, which was markedly increased by 
hyaluronidase; this effect was reversed by perfusion with starch or dextran.49° Ex- 
posure to x-ray irradiation appeared to alter the polysaccharide component of connec- 
tive tissue.57® Injection of thyrotropin in either thyroidectomized or normal guinea 
pigs caused accumulation of mast cells and hyaluronidase-sensitive polysaccharide in 
the retrobulbar tissues.7° [The conclusion that the polysaccharide might bind more water 
and cause protrusion of the eyes was not based on any real evidence.—Ed.} 

Hyaluronic Acid. It was demonstrated that glucose labeled with C** was incor- 
porated without breakdown into 3-carbon fragments into both the glucosamine and 
glucuronic acid moieties of hyaluronic acid by certain strains of Group A steptococ- 
cus.1797, 1798 [ This is one of the first studies dealing with the biosynthesis of hyaluronic acid. 
—Ed.] A crystalline disaccharide with the structure of a glucuronido-glucosamine 
was isolated from hyaluronic acid after acid hydrolysis, with or without previous hy- 
drolysis with testicular hydraluronidase; it was named “hyalobiuronic acid.” 172% 2228 
Chromatograms of acid-hydrolyzed hyaluronate from umbilical cords showed presence 
of d-glucosamine and a uronic acid.44* A method for methylation of hyaluronic acid 
was described which yielded 75% of an undegraded product in which three and one- 
half of four hydroxyl groups were methylated.1°7® Further suggestion that synovial 
cells in tissue culture produce hyaluronic acid was obtained by Kulonen, who observed 
that the turbidity of the culture solution which resulted from acidification could be 
reduced by incubation with testicular hyaluronidase.'*°* 

Detailed study of the alleged metachromasia of hyaluronic acid indicated that this 
property depended on the physical state and concentration of the polysaccharide. It 
was concluded that “metachromatic staining reaction for the demonstration of hyalu- 
ronic acid is of little value.” 2°8® Hyaluronate in supernatant fluid after centrifuga- 
tion of vitreous humor was found to be an active thromboplastic agent; the activity 
was related to its viscosity.2 The water and electrolyte binding properties of the 
polysaccharide varied with the degree of its polymerization.‘*** Exposure to x-rays 
reduced the viscosity of hyaluronate obtained from vitreous humor and umbilical cord, 
and altered the rate of hyaluronidase action.*®°** [Other studies on hyaluronic acid are 
included below in the section on Synovial Fluid—Ed.] 

Chondroitin Sulfate. Improved extraction procedures and further studies of phys- 
ical properties were reported. Studies of viscosity and cation binding indicated that 
chondroitin sulfate behaved as a linear polyelectrolyte, with molecular configuration 
depending on the ionic environment.'*®*; 18° [Studies on chondroitin sulfate in cartilage 
are included in the section on Physiology of Cartilage-—Ed.] 

Hyaluronidase. Comprehensive reviews of the occurrence and characteristics of 
the enzymes which depolymerize and hydrolyze hyaluronic acid were presented by 
Meyer and Rapport +#°* and by Kulonen.!2°® The mucin clot-prevention method of 
assay was found suitable for detection of the enzyme in small concentrations, and was 
used as a rapid test for many purposes.1#°* 21° The turbidimetric method was further 
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studied with special reference to the influence of sodium chloride on enzyme activity 
at various hydrogen ion concentrations, the necessity for stabilization of the enzyme, 
and the factors influencing the production of turbidity.??:1°° The turbidimetric 
method was found superior to the viscosity-reducing method, since it was more nearly 
independent of the state of the substrate. The reductimetric method was preferable 
for kinetic studies. The desirability of standardization of procedures to facilitate 
comparison of results among different laboratories was emphasized.1#°* Colorimetric 
methods were described, using Bromosulphalein 8° and hemoglobin *®! as indicators 
of the measurement of amount of protein co-precipitated with the hyaluronate in acid 
solution. [These methods will require further evaluation—Ed.] A turbidimetric method 
for assay of the chondroitinase activity of testicular hyaluronidase was described.1#% 

Further studies of the mechanism of hyaluronate degradation indicated that no 
monosaccharides were liberated by pneumococcal or by purified testicular hyaluroni- 
dases. The differences in ratios of acetylglucosamine to reducing sugar produced by 
the two enzymes were explained by the hypothesis that there are two types of acetyl- 
glucosaminidic linkages, only one of which was hydrolyzed by the testicular enzyme, 
while the pneumococcal enzyme hydrolyzed both.17!% 172° Crude testicular extracts 
were shown to contain a beta-glucuronidase which hydrolyzed to monosaccharides the 
oligosaccharides resulting from the action of purified testicular hyaluronidase.'**? 
The differences between streptococcal and other bacterial hyaluronidases and testicular 
hyaluronidase were summarized.14°° Elevated sedimentation rates were not lowered 
by bacterial hyaluronidase.1?°° 


It was again emphasized that hyaluronidase preparations are really mixtures 
of several hydrolytic enzymes.**® The constancy of the ratios of the chondroiti- 
nase and the hyaluronidase activities of testicular preparations over a wide range 
of purities, as well as similar action of inhibitors of enzyme action on either sub- 
strate, made it highly probable that a single enzyme depolymerized both chon- 


droitin sulfuric acid and hyaluronic acid.1*°* The ability of crude testicular ex- 
tract to increase capillary permeability was lost during purification of the hyalu- 
ronidase component.***: 1912 

Hyaluronidase Inhibitors. “The literature on inhibition and inactivation 
of hyaluronidase has become very voluminous and confusing” (Meyer and Rap- 
port **°*). Interest centered particularly on the nonspecific inhibitors present in 
serum; the level of such inhibitors has been found elevated in patients with a 
variety of diseases, including some of the rheumatic diseases."**° Some workers 
found no correlation of the serum level with age and sex,’® while others found 
the values slightly higher in women between the ages of 30 and 60 years.°* 
Variations observed in the concentrations of hyaluronidase inhibitor and of muco- 
proteins in maternal and infant serum did not show a consistent relationship be- 
tween the two.”* Approximately 15% of the inhibiting capacity of plasma was 
found to be thermolabile.**°° 


The level of nonspecific inhibitor was unchanged by immunization or anaphylactic 
shock, but was increased in rabbits with Arthus’ or Shwartzman reactions or serum 
sickness. In normal animals the level rose with exposure to cold, repeated stress, or 
after ACTH or cortisone treatment, but in adrenalectomized animals there was no rise 
with exposure to cold.76,79° The results were interpreted as indicating a possible 
adrenal cortical regulatory effect on the serum level of the inhibitor. [There is too little 
evidence to support such a hypothesis—Ed.] Cortisone did not alter the increase in 
serum inhibitor that followed surgical wounding in dogs.*®° Inhibitors of bacterial hy- 
aluronidases with characteristics of specific antibodies were also extensively studied.’®* 
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Methods for purification of the nonspecific inhibitor were described by Wattenberg 
and Glick. The increased concentration of metachromatic material with purification 
suggested to them the presence of an acid polysaccharide, possibly heparin. [Such evi- 
dence is not reliable for identification—Ed.| Eighty-five per cent of the purified inhibitor 
migrated as one component with a mobility like that of albumin, the remainder having 
a slower mobility in the range of alpha-globulin. The purified material was found to 
contain caeruloplasmin, but the concentration of this protein did not parallel the in- 
hibitor activity.222° In dogs in which the liver was excluded by operation the non- 
specific inhibitor level fell progressively until death, suggesting a major role of the 
liver in its production.®®* Proteolytic enzymes and snake venom restored hyaluroni- 
dase activity after its inhibition by serum.*®* This nonspecific inhibitor was believed 
to combine with hyaluronidase to form an inactive complex; this effect of the inhibitor 
could be reversed by colloidal iron and prevented by toluidine blue.‘*!° 

Ferric, cupric, ferrous and zinc salts were also found to inhibit testicular hyalu- 
ronidase. Apparently the hyaluronidase combined reversibly with these ions and the 
enzyme inhibition could be prevented or reversed by a number of compounds which 
form a metal complex.!#°?. Ascorbic acid caused slight inhibition of hyaluronidase in 
vitro.1789 Homogentisic acid and pure gentisic acid did not inhibit testicular hyalu- 
ronidase in vitro, but crude gentisic acid, quinones and “humic acid” from benzoqui- 
none did.1796 

In rabbits a parallel was found between the increase in hyaluronidase inhibitor and 
the increase in heparin produced by peptone shock and, to a lesser degree, by desoxy- 
corticosterone acetate, though the magnitude and time of change varied.*** A general 
correlation was observed between the anti-inhibitor effects of various dyes and their 
reported antiheparin actions.7®* Tissues rich in mast cells were found to contain hya- 
luronidase inhibitor roughly proportional in activity to the heparin content of the tis- 
sues.768 Intravenous injection of heparin inhibited the spreading action of hyaluroni- 
dase.1912_ Histamine did not alter the inhibition of hyaluronidase by heparin,1®¢* and 
antihistamines did not alter the spreading action of hyaluronidase.**'* Ascorbic acid 
was reported to inhibit hyaluronidase in both the test tube and the experimental ani- 
mai.1789 [Studies dealing with the effects of salicylates and of corticotropin and cortico- 
steroids on hyaluronidase effects are summarized in the sections on Rheumatic Fever and on 
Rheumatic Diseases and the Adrenal Cortex.—Ed. | 


Synovial Tissues and Synovial Fluid 


Anatomy. The present knowledge of the blood and nerve supply to joints 
was summarized by Gardner. He noted the variation in the manner in which 
nerves reach the joints, the overlapping so that each major region of a joint is 
supplied by at least two articular nerves, and the presence in articular nerves of 
both myelinated and nonmyelinated fibers which form various kinds of endings 
in the joints. The larger fibers, which give rise to proprioceptive endings, and 
the pain fibers have multiple pathways in the spinal cord and brain."*® 

Joint Fluid. The hyaluronic acid component was again demonstrated to 
play an important part in determining the lubricant properties of synovial fluid 
under both dynamic and static conditions. Ogston and Stanier studied ox syno- 
vial fluid with respect to its viscosity and its resistance to flow in thin films. 
They found it to have a special capacity for forming a layer which has a consid- 
erable resistance to static compression and which has some degree of elasticity. 
The viscosity was strongly dependent on the concentration of mucopolysaccha- 
ride, and decreased with increasing velocity gradients (non-Newtonian character 
of viscosity). Since joint structure is such that the articulating surfaces act as 
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“slipper bearings,” the drag of such a bearing and the load it will support were 
both thought to be dependent on the product of the viscosity of the fluid and the 
rate of movement. “A solution of hyaluronic acid is peculiarly suitable for lu- 
bricating a bearing of this type, required to carry a load at varying rate of move- 
ment. The viscosity is very high at lowest rates of shear, so that the joint is 
enabled to support a high load even at low rates of movement. At higher rates 
of movement, viscosity falls so that the drag of the joint is relatively lessened ; 
the load which it will bear is not reduced, because the greater rate of movement 
more than offsets the fall in viscosity. A Newtonian fluid would not give these 
advantages. Furthermore, hyaluronic acid produces a high viscosity at a low 
concentration, without any large osmotic effect such as would be produced, for 
example, by protein at a concentration needed to give a similar viscosity. The 
properties of hyaluronic acid result from its high molecular weight and its 
random-chained structure.” 


Further information regarding the state of the naturally occurring polysaccharide 
resulted from studies of viscosity in relation to concentration and from analysis of 
degradation rates by testicular hyaluronidase. Sundblad used a method for estimating 
hyaluronic acid content based on determination of the hexosamine moiety, and calcu- 
lated values for intrinsic viscosity from a single determination of relative viscosity. 
The viscosimetric behavior was similar in normal and pathologic synovial fluids and 
in solutions of pure hyaluronate, and supported the view that the higher viscosity per 
unit of polysaccharide concentration in normal synovial fluid could be attributed en- 
tirely to higher mean polymerization of the naturally occurring polysaccharide.?°67: 2968 
Ogston and Stanier continued to find ultrafiltration the best method of isolating the 
polysaccharide complex with a minimum of degradation, and confirmed their previous 
finding that the protein content of the complex is not reduced below a limiting value 
of 25% during purification.°"* Viscosity and streaming birefringence measurements 
were consistent with the hypothesis that the particle of hyaluronic acid complex has a 
weight of 8 x 10° (with axial ratio of the order 1), is nearly spherical and is very 
highly solvated. These properties were consistent with the view that hyaluronic acid 
complex is a flexible chain, and that variation of viscosity with velocity gradient can 
be explained in terms of interaction between particles.1°** Depolymerization of hyalu- 
ronic acid of synovial fluid produced no significant change in the freezing point.1?°° 
On the basis of studies of metachromasia, Hammerman and Schubert concluded that 
the polysaccharide of synovial fluid in the native state is bound and that its anionic 
groups are not entirely free. Synovial fluid was not metachromatic with methylene 
blue but could be made so by adding sulfur-free hyaluronate or by addition of alkali. 
The metachromasia of sulfur-free hyaluronate could be inhibited by addition of egg 
albumin or gelatin.®®> 

The literature on cytologic findings in normal animal and human joints was sum- 
marized.1°® The concentration of hyaluronic acid in normal human fluid was found 
to be 0.2 to 0.4 gm. per 100 ml. The values obtained on horse and calf fluid were 
slightly lower.?°%7, 2°68 The protein content of normal animal and human fluids ranged 
from 1 to 3 gm. per 100 ml.1581, 2067, 2068 


Ogston and Stanier believed that principles derived from studies on degrada- 
tion of normal synovial fluid can be applied to studies on fluids obtained from 
diseased joints, and that the degree of degradation of hyaluronic acid in patho- 
logic synovial fluids can be estimated by comparing the viscosity, measured under 
standard conditions, with that of normal joint fluid with the same polysaccharide 
concentration.*"® Sundblad used essentially the same principles in calculating 
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intrinsic viscosity, which he found to be more helpful than relative viscosity or 
hyaluronic acid concentration in differentiating the inflammatory effusions from 
those of traumatic disorders or degenerative joint disease.2°°* However, Kulo- 
nen found the relative viscosity to be helpful in this differentiation.‘*°* The pro- 
tein concentration in synovial fluid was also found to be higher in inflammatory 
synovial fluids.12*: 1°81, 2°68 [n rheumatoid effusions of long duration there were 
little or no fibrinogen and remarkably high concentration of gamma-globulin.*** 
The freezing points of two trauma fluids were — 0.550 and — 0.607° C., while 
those of chronic effusions ranged from — 0.625 to — 0.655° C.**°° 

Physiology. Vasodilator and vasoconstrictor drugs did not appreciably 
modify the temperature in diseased joints. Much more significant changes could 
be induced by physical means and by action of ACTH, cortisone and intra- 
articular hydrocortisone.*** Whyte and Reader recorded intra-articular and 
skin temperature alterations produced by applying various forms of heat to the 
knee. Diathermy was more effective in raising the joint temperature than was 
infrared radiation. The effect of radiant heat on the joint was thought to be 
determined mainly by changes produced in the whole limb.**** Blood flow 
through the knee segment was determined by venous occlusion plethysmography ; 
it was estimated that 55% of blood in the normal knee segment represented flow 
through the bones and the joint.?** 


When radioactive sodium was injected into the knee joints of 35 normal subjects, 
it disappeared at a slower rate than that observed following subcutaneous or intramus- 
cular injection. The rate of clearance was more rapid in women than in men, and 
among women the most rapid clearance appeared to occur during the early phase of 
the menstrual cycle. This suggested a hormonal control of synovial permeability.2°® 
[Much more evidence would be necessary to establish such a theory—Ed.] Further studies 
of synovial permeability to phenolsulfonphthalein in normal rabbits and in patients in- 
dicated that this function was not significantly altered by systemic administration of 
cortisone, corticotropin or adrenal cortical extract.9°7: 1°18 When synovial permeabil- 
ity was increased by intra-articular injection of hyaluronidase, some workers noted 
that this effect was inhibited by corticotropin.°*7 Others noted no significant altera- 
tion in permeability after injection of hyaluronidase into the joint.‘®® Injection of 
hyaluronidase into the joints of normal dogs was followed by a substantial increase in 
the concentration of sodium and potassium in the synovial fluid.**°’ The resistance to 
flow through synovial membrane in rabbits in whom the joints were made hydropic 
by induced pericarditis showed no “breaking point,” and was not influenced by a mer- 
curial diuretic; behavior paralleled observations previously reported in inflammatory 
edema of the synovium.5** 

Study of the interaction of ions and tissue indicated a high concentration of nega- 
tively charged immobile colloid in the unrelaxed pubic symphyses of guinea pigs; 
there was a low concentration of such ions after relaxation during pregnancy. In the 
relaxed symphyses the mobility of cations approached that in water, whereas in tight 
symphyses, selective effects appeared.t°°? Similar results were obtained with relaxin 
administration.*8® Systemic administration of cortisone reduced the effects of gluco- 
samine and aminopurines on the joint potential in dogs.17*7_ [In 1954 Reed and Day re- 
ported that many of the potential changes which they had noted in synovial tissues were in- 
duced by the use of stainless steel needles. They questioned whether synovial potentials are 
in any way directly related to the metabolic activity of synovial tissues —Ed. | 


Physiology of Cartilage. On the basis of microscopic studies, MacConaill 
found the amount of collagen in hyaline cartilage to be greater than is commonly 
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supposed ; the density of the fibrous material was distributed in accordance with 
the customary stresses on the part.'**° Procedures were developed for analysis 
of water, electrolytes, total and collagen nitrogen, and of chondroitin sulfate in 
articular cartilage. The fiber solids and chondroitin sulfate were found to com- 
prise 68% of the solids. Fresh cartilage (1,000 gm.) was considered to be com- 
posed of two compartments: extracellular (662 gm. with 161 gm. solids), and 
intracellular (338 gm. with 74 gm. solids).°*® The concentration of chondroitin 
sulfate in new cartilage was found to be 5.8%, a lower concentration than usually 
reported.*"* The content of chondroitin sulfate was greater and that of collagen 
was less in weight-bearing articular cartilage, as compared with cartilage that 
bears no weight.?8°8 [The conclusion that the higher polysaccharide content provides 
greater resilience is hypothetic——Ed.] From the chemical composition of cartilage 
of joint surfaces of poliomyelitis patients, it was estimated that the proportion of 
chondroitin sulfate solids to connective tissue solids was decreased. It was 
thought that the decrease in the chondroitin sulfate phase was related partly to 
the effect of age and partly to the duration of the paralysis.°° [The validity of 
some of the assumptions used in deriving the data in this study was not proved.-—Ed. | 
Chondroitin sulfate extracted from cartilage with calcium chloride was found to 
contain firmly bound protein that could not be removed with a mixture of amyl 
alcohol and chloroform. The amino acid pattern of the protein with a high 
proline and hydroxyproline content was compatible with that of gelatin.77° A 
method for comparing the area of glycogen staining in cartilage slices with extent 
of inorganic salt deposition was described by Marks and Shorr. The removal 
of glycogen from cartilage slices was found to interfere markedly with the de- 
position of calcium or strontium.**” 

The problem of the nutrition of articular cartilage was extensively investi- 
gated by Swedish workers. The thickness of articular cartilage was found to 
increase with nonweight-bearing exercises, the increase being greater in patients 
with arthritis deformans than in normal subjects, but less than normal in pa- 
tients with “rheumatic polyarthritis.” 7° *°** Ingelmark concluded that much 
of the fluid entering the cartilage came from synovial fluid, but that some came 
from the medullary cavities of bone.1°*? Ekholm found some selective localiza- 
tion of radioactive gold in tibial and femoral cartilage after it was injected into 
the tibial epiphysis in rabbits. He concluded that part of the nutrition of car- 
tilage came from the medullary spaces and part from synovial fluid, and that the 
nutrition was improved by function.*°* Two types of direct contacts between 
cartilage and medullary cavity, wide contacts and canal-like ones, were demon- 
strated..°°* The area of such contacts was often only 1%, but occasionally 
amounted to 7%, of the total area of cartilage in contact with underlying bone. 
Usually it was the calcified portion of articular cartilage that was in contact with 
the medullary cavity, but in isolated cases, offshoots of medullary cavity tissue 
extended into uncalcified cartilage.1° 1°** The volume of synovial fluid in rab- 
bit joints was also found to increase after exercise, the increase being associated 
with a lower concentration of protein and of hyaluronic acid.®* 


Radioactive sulfur (S*°) was used to study factors influencing the chondroitin 
sulfate in cartilage. Labeled chondroitin sulfate was isolated from rib cartilage 25° 
and from articular cartilage °7° and specific activity determined at intervals after the 
intraperitoneal injection of S*-labeled sodium sulfate in rats. With this procedure, 
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labeled sulfate was showr’ to be deposited in articular cartilage in 15 minutes, the 
concentration being highest at the epiphyseal-diaphyseal junction. The S** was pre- 
sumably incorporated into the chondroitin sulfate of the cartilage. Sulfur®, in a 
form insoluble as barium salt, was found in centers of secondary ossification and bone 
marrow and bone shaft, with highest concentration in 24 hours.°*?.°** Pretreatment 
with thiouracil decreased the uptake of S*° by the articular cartilage, and thyroxine 
caused a decrease or no change. Thiouracil decreased the rate at which the S** con- 
centration diminished, whereas thyroxine accelerated this process.°"* An exchange of 
S*-labeled sulfate with tle sulfur of chondroitin sulfate was demonstrated in cartilage 
slices in vitro; this appeared to be an enzymatic reaction.?°® [These methods do not 
permit differentiating simple exchange of S® with unlabeled sulfur in already formed chon- 
droitin sulfate from incorporation of the S® into newly formed mucopolysaccharide.—Ed.] 

Costal cartilage from persons ranging in age from premature infants to 89 years 
was examined by histochemical and chemical methods. Evidence was obtained that 
both the cartilage content of chondroitin sulfate and the degree of polymerization of 
the polysaccharide decreased with increasing age. It was suggested the depolymeriza- 
tion of chondroitin sulfate may be a factor in the calcification of cartilage, since this 
would increase the number of side chains available for acceptance of calcium ions.18™ 
Study of the changes in the femoral head underlying a vitallium cup showed no car- 
tilage in a woman of 63 who had walked very little for one year after arthroplasty, 
whereas true articular cartilage covered the femoral head in a man of 38 who had been 
active for three years and eight months after operation. It was concluded that com- 
pression and gliding movement were necessary to reproduce cartilage.*°* [There is not 
adequate evidence to support such a conclusion.—Ed. ] 


Development of Articular Structures. Gardner summarized his observa- 
tions on the prenatal development of human joints, indicating that initial devel- 
opment is rapid. A form and arrangement resembling those of the adult are 
reached by approximately the seventh week of intra-uterine life. The total time 
‘rom the first indication of joint formation to a state where all eventual compo- 
nents are represented may take no more than a few days. No phylogenetic re- 
capitulation was noted. Development of a joint cavity does not begin until ini- 
tial articular form is well established; but once cavitation begins it proceeds 
rapidly, and in a short time there is evidence of a lining structure similar to the 
adult synovium."*? The prenatal development of the elbow joint,** the shoulder 
and acromioclavicular joints,"*® and the knee joint §*° was described in detail. 
Information was added regarding the manner in which the fibula is excluded 
from the knee joint during development.**** 

Joint Motion and Joint Pain. An excellent study emphasized that the char- 
acteristics of joint movement reflect the characteristics of synovial fluid; this was 
demonstrated by measurement of the rate of shear in ratio to the force applied 
to cat joints. Serial x-ray studies demonstrated that movement of the finger 
and knee joints is essentially a gliding motion. The effect of chilling in slowing 
up joint motion was attributed to the increased viscosity of the joint fluid at 
lower temperatures. Since the fall in temperature in the joint on exposure to 
cold is greater than that in muscle or skin, the accompanying increase in fluid 
viscosity results in an increase in resistance to joint motion and a decrease in 
the maximal speed at which the joints can be moved. It was observed that 
equivalent slowing of the speed of motion of the fingers was obtained by appli- 
cation of cold to the fingers, to the wrist and to the elbow.1°%° *°% 
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In the temporomandibular joint, the meniscus was found to be firmly attached to 
the base of the skull on the posterior, lateral and medial edges. The meniscus does not 
move as the jaw opens and closes, as has been generally accepted.1** The amplitude 
of forearm and humeral rotations was measured critically.18** Geometric analysis 
indicated that all motions of the joints of the foot, excluding the toes, were axial ro- 
tations.°°® A plastic goniometer with extensible arms and a detenting device that fixes 
the arms without danger of slipping was described.?*** A method of determining the 
angle of a joint in order to evaluate a change in range of motion was described. Equal 
distances were measured on both sides of the joint and the hypotenuse of the equilateral 
triangle thus formed was determined.2*°? Preliminary studies suggested that direct 
auscultation might permit differentiation of the sounds produced on motion of normal 
and of diseased joints.®4* 


The various qualities of pain and their origins were discussed. The pricking, 
burning pain from superficial tissues, including joints, is well localized and rarely 
produces muscular rigidity. The deep, aching pain from deep structures, in- 
cluding muscles, tendons, deep joints and bone, is often of segmental distribution 
and associated with muscle spasm and systemic reactions. The criteria of value 
in recognizing pain which is predominantly psychogenic were discussed.** 


EXPERIMENTAL ARTHRITIS 


Chemical “Arthritis.” Interest centered on the inflammation produced by 
injection of formaldehyde solutions into the plantar foot pads of rats. Careful 
histologic studies showed that this inflammation was periarticular and did not 
extend into the joint itself, although the presence of a granular precipitate in the 
joint cavity and an increase in solid matter in the synovial fluid suggested an 


increased permeability of synovial tissues. A similar precipitate was seen in the 
joint cavity in the opposite paw. By one week after injection the synovial fluid 
and membranes had returned to normal, although periarticular infiltration and 
fibroblastic reaction in some animals persisted more than a month. By the time 
of onset of cellular infiltration around the joints, eight hours after formalin in- 
jection, the adrenal cortex showed extensive loss of lipoids.*** In animals 
treated with DOCA, the inflammatory infiltration and fiber production were 
more pronounced and penetrated into the joint itself. With ACTH treatment, 
there was no loss of lipoids from the adrenal cortex.*** The inflammatory re- 
action was less severe in young rats. Exposure to cold increased the swelling, 
especially in young rats.>* 


The reported effects of various agents on the “arthritis” produced by formaldehyde 
continued to show many inconsistencies. In normal rats cortisone and ACTH were 
found to have no significant effect,?#* 1®°4 or to lessen the swelling.*°* In adrenalec- 
tomized rats, cortisone and ACTH reduced the swelling, as did also epinephrine, 
aminopterin, sodium salicylate and betanaphthyl salicylate.*°* DOCA and DOCA 
plus ascorbic acid increased the swelling in normal rats.5®: 248 1604 No difference was 
found between the adrenalectomized animals treated with DOCA and those with 
DOCA plus ascorbic acid.*°® Ascorbic acid alone decreased the swelling in the ex- 
periments of Bacchus,*! but was effective only in old rats in the studies of Dugal.5*! 
In adrenalectomized rats, ascorbic acid had no effect on the swelling.%! 82 [Any at- 
tempt to interpret the significance of the effect of drugs in the “arthritis” produced by for- 
maldehyde would be premature until more consistent results have been obtained.—Ed.] 
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Arthritis Induced by Microérganisms. Histologic study of the joints of 
rats infected with pleuropneumonia-like organisms showed purulent lesions, 
largely periarticular in nature, but occasionally accompanied by destruction of 
cartilage. No consistent resemblance to any of the human rheumatic diseases 
was found. Since the disease tended to resolve spontaneously, Parkes and 
Wrigley concluded that prevention and cure of this disease could not be used as 
a valid screening test for substances thought to be useful in the treatment of 
rheumatic diseases.°® Many drugs have been tested for their preventive and 
curative effects in the polyarthritis of rats produced by pleuropneumonia-like or- 
ganisms. Earlier work in this field was summarized by Kuzell.***° No addi- 
tional drugs were found to have preventive or curative effects equal to those of 
gold, Aureomycin or Terramycin. ACTH and glutathione were again shown 
to have an adverse effect when used as preventives, and hydrocortisone was of 
no value in prevention or cure. Thymectomy was found to worsen the joint 
involvement slightly. Hypophysectomized animals died within 24 hours after 
infection.!221: 1264 [There is no indication that the results in prevention or cure of 
the arthritis produced in rats by pleuropneumonia-like organisms can in any way be 
transposed to the treatment of rheumatoid arthritis —Ed.] Sensitivity studies on 28 
strains of pleuropneumonia-like organisms of human origin showed the majority 
of the strains to be sensitive to Aureomycin, chloramphenicol and Terramycin, 
the latter being more effective in most instances.’7"* 


A polyarthritis was produced in rats and mice by intravenous injection of an or- 
ganism resembling Corynebacterium kutscheri. The joints showed thickening and 
proliferation of the synovial tissues, a fibrinopurulent exudate and destruction of ar- 
ticular surfaces.7°® Polyarthritis was produced in rats and mice also by intravenous 
injection of alpha type streptococcus.7!° Cortisone in doses of 15 mg. per kilogram in- 
creased the mortality and the incidence of arthritis in mice with this infection.7°8 
Certain viruses were found to produce a nonspecific synovitis only when injected into 
the joints of rabbits; localization of the virus in the joint after intravenous or intra- 
testicular injection was not produced by exposure of the synovium to trauma or to 
various streptococcal growth products.1°78 Injection into guinea pigs of emulsions of 
homologous joint and kidney tissue plus streptococci failed to produce any antibodies, 
urinary changes or histologic changes in the joints, kidney or heart.**?° 

Arthritis in calves due to Erysipelothrix rhusiopathiae was reported, reputedly for 
the first time. It was characterized by a proliferative synovitis with fluid formation, 
and diffuse and focal polymorphonuclear and mononuclear cell infiltration with promi- 
nent focal collections of lymphocytes.1°°® [The spontaneous occurrence in swine of ar- 
thritis due to infection with this organism is well recognized. It has also been reported in 
lambs accidentally infected by contaminated vaccine.—Ed. | 


Scurvy. In guinea pigs maintained on a diet free from ascorbic acid, there 
was no evidence that cortisone modified the progress of events in any way. It 
did not alter the scorbutic lesions if given after they had developed, and did 
modify the reparative processes when scorbutic animals were treated with as- 
corbic acid. The histologic studies demonstrated that matrix formation of epi- 
physeal cartilage ceased promptly as a result of ascorbic acid deficiency, with 
associated changes in the shape of the cartilage cells and great distortion of the 
cartilage cell columns. Restoration of apparently mature cartilage cells in nor- 
mal columnar arrangement had taken place after three to four days of ascorbic 
acid therapy. Deposition of collagen in fibrous tissue and of osteoid in callus 
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formation and resumption of bone growth also occurred promptly. The changes 
in the adrenal in the scorbutic animals, similar to those produced by excessive 
administration of vitamin A and by acute inanition, were not altered by corti- 
sone administration.2*** The concentration of glycoproteins in the serum, as 
reflected by the galactose-mannose and tyrosine concentrations, was found to be 
significantly elevated in acute and chronic scurvy in guinea pigs. This finding 
was interpreted as support for the theory that scurvy involves a depolymerization 
of carbohydrate-containing constituents of the ground substance of connective 
tissue.*°** [Such a conclusion is not warranted by the data presented.—Ed.] 


Other Forms of Experimental Arthritis. When female rats were placed in 
parabiosis, arthritis frequently developed. Sodium chloride or unilateral nephrectomy 
did not potentiate the arthritis, and it was not confined to rats which developed hyper- 
tension. Despite these findings, Hall and Hall §7® suggested that the arthritis might 
be due to adrenal hyperactivity with hypersecretion of mineralo-corticoids. [The re- 
ported observations do not support this hypothesis.—Ed. ] 

[Arthritis produced by administration of desoxycorticosterone and of growth hormone is 
discussed in the section on The Adrenal Cortex and Rheumatic Disease.—Ed.] 


THE CAMPAIGN AGAINST RHEUMATISM 


Interest in the rheumatic diseases has been steadily growing all over the 
world. This is manifested by the increasing number of members in the organi- 
zations for the study of these diseases in the different countries; in the greater 
number and high quality of scientific reports on arthritis; in the recognition of 
these diseases as a major cause of disability by public health agencies ; and in the 
progressively greater sums available for improvement of facilities for care and 


research from foundations, individual donations and public funds. The great 
progress made in the international attack against rheumatism has been summa- 
rized by individuals with first-hand knowledge of this movement.*® 8% 42%, 566, 586, 
793, 2122 

The enormous economic and social importance of the rheumatic disorders is 
beginning to receive the attention of local, national and international public health 
organizations. Determination of the prevalence of these crippling diseases has 
been the aim of several population surveys, in the U.S.A.,?*°° Denmark,*? Eng- 
land **** and Sweden.*** Although the methods of study have varied, the preva- 
lence in adults was found to represent approximately 18% of the population. 
The World Health Organization has recognized the rheumatic diseases as an in- 
ternational health problem and established a nine-member W.H.O. Expert Com- 
mittee on Rheumatic Diseases. [The first committee report, published in 1954, re- 
viewed these diseases from a public health standpoint, and emphasized the need for a 
uniform classification for the group of diseases termed “rheumatic” as a basis for 
surveys of incidence and prevalence which would be comparable from country to 
country. The report also stated that it is essential that adequate treatment facilities 
and hospital beds be made available; that general pracitioners be better informed 
concerning management of rheumatic diseases; that research be encouraged; and that 
more attention be given to rehabilitation and to health education of the public to cor- 
rect the erroneous belief that these diseases are incurable, practically untreatable and 
usually disabling —Ed. | 

La Ligue Internationale Contre le Rheumatisme, since its establishment in 
1928, has been a unifying force in the development of rheumatology throughout 
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the world. The League came into existence at the time of the annual meeting 
of the International Society of Medical Hydrology in Buxton, England, with 
Dr. Fortescue Fox of London as President and Dr. J. Van Breemen of Amster- 
dam as Honorary Secretary.**** It has among its aims the establishment of 
national committees for the promotion of scientific research, and the exchange 
of knowledge regarding the rheumatic diseases by arranging Congresses, by the 
publication of a Yearbook (Second Edition, 1955) listing the members of the 
constituent national societies, by contributing to scientific publications, and by 
assisting personal contact and codperation between research workers of different 
countries.°*° The Eighth International Congress of the League was held in 
Geneva and Aix-les-Bains in 1953; and the Ninth International Congress is 
being organized by the Canadian Committee and will be held in Toronto, Can- 
ada, June 23 to 28, 1957. Congresses were sponsored in Barcelona in 1951 
and in The Hague in 1955 by the European League. The first Congress spon- 
sored by the Pan American League was held in Brazil in 1955. 

In Great Britain there has been increasingly active attention to research, 
treatment and social welfare in the rheumatic diseases. In 1950 a committee 
of the Royal College of Physicians was formed to consider the organization of 
the treatment of chronic rheumatic diseases with special reference to the needs 
of the National Health Service. This committee recommended that regional 
centers be established in association with teaching hospitals and with a uni- 
versity linkage where possible.*°? Such centers have now been established at 
Sheffield, West London Hospital, London Hospital, Bath, Edinburgh, Man- 
chester and Taplow, and are primarily concerned with research, teaching and 
treatment. The Nuffield Foundation has extended its support of fundamental 
research by grants of £70,000 to the University of Manchester, and of £27,000 
for new facilities at the University of Edinburgh. The British Empire Rheu- 
matism Council, founded in 1936, has contributed immeasurably to furthering 
research and education in this field. 


Another sign of the growing importance of rheumatology is that in recent years 
professorships have been established in many universities. In 1952 a chair of Rheu- 
matology was established in Belgium, and permanent Departments in Rheumatology 
were founded in two universities in Denmark—Copenhagen and Aarhus. The first 
British chair in Rheumatology was established at the University of Manchester in 
1953. At the Postgraduate School of Medicine of the University of Brazil, a pro- 
fessorship in Rheumatology was founded in 1954. Professors serve as chiefs of 
departments of rheumatic diseases in the following European cities: Paris, Louvain, 
Naples, Lund, Budapest, Stockholm, London, Manchester, Edinburgh, Leeds and 
Bristol. 


In the United States the announcement by Doctors Hench, Kendall, Slo- 
cumb, and Polley in 1949 of the dramatic effect of cortisone and ACTH in a 
variety of rheumatic diseases accelerated research activities to a degree still 
difficult to comprehend. With these scientific developments the fight against 
rheumatism has moved rapidly forward on many fronts. The American 
Rheumatism Association increased its membership to more than 1,100 physi- 
cians in 1955. This represents a phenomenal increase in the preceding five-year 
period. To keep pace with the rapid scientific developments, interim scientific 
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sessions were held in 1954 and 1955 at the Clinical Center of the National 
Institutes of Health, Bethesda, Maryland. 

One result of this new interest has been the establishment and development 
of the National Institute of Arthritis and Metabolic Diseases as a constituent insti- 
tute of the principal research arm of the United States Public Health Service. 
Authorized by Congressional action in 1950 within the framework of the Federal 
Department of Health, Education, and Welfare, this institute has grown within 
a few years to discharge its responsibilities with respect to research and training. 
Under its first Director, Dr. Russell M. Wilder, the extramural program of 
support was broadened and a branch for clinical investigation was developed at 
the Clinical Center in Bethesda. Since February, 1951, the extramural pro- 
gram has provided support for research and for training of both investigators 
and clinicians in the field of rheumatic diseases at universities, medical schools, 
hospitals and clinics. In its first 18 months of operation, this program provided 
research funds of over $500,000 for 45 research projects dealing with arthritis. 
[Both the interest in and need for research and training are reflected by the increase 
in public funds allotted to this institute each year; the total budget for 1954 exceeded 
$7,000,000. The need for improved facilities for training of physicians in the clinical 
aspects of the rheumatic diseases has been recognized by the recent development of a 
program of training grants. In the laboratories of the Institute and in the Clinical 
Center a broad program of fundamental and clinical investigation is contributing to 
understanding and effective treatment of rheumatoid arthritis, gout and other rheu- 
matic diseases—Ed.] The organization and principles of operation of this insti- 
tute were described by Wilder.*?*¢ 

In the United States, the Arthritis and Rheumatism Foundation has moved 
rapidly towards the goals for which it was established in 1948. In the 39 
chapters in 34 states, and under the leadership of Mr. Floyd B. Odlum as 
Chairman, and General George C. Kenney as President, a nation-wide appeal 
for funds raised $1,478,953 during the fiscal year 1953-1954. A major portion 
of the funds available on a national scale has been allocated for research in the 
fundamental sciences. A fellowship program, inaugurated in 1951, has encour- 
aged many promising young scientists to enter the field of arthritis research. 
In addition to this national basic research program, the chapters have con- 
tributed to the support of clinical research, and the graduate and undergraduate 
training of doctors, nurses and physical therapists in the diagnosis and care of 
arthritis patients. This Foundation has expanded medical knowledge about the 
rheumatic diseases by distributing to physicians and medical students the fol- 
lowing scientific publications: Primer on Rheumatic Diseases, Tenth Rheuma- 
tism Review, Bulletin on Rheumatic Diseases, Home Care in Rheumatoid 
Arthritis, and The Manual for Arthritis Clinics..** At the chapter level, the 
funds from this Foundation have improved the care of arthritis patients in 
clinic, hospital, and in the home. In home-care programs for arthritic patients 
unable to attend clinics, nurses and physiotherapists have been employed to 
teach the patient and the family simple home methods of physical therapy. The 
comprehensive public education program of the Foundation has effectively ex- 
tended the knowledge of the social and economic costs of the rheumatic diseases, 


and of the work being done in research to improve care, and in rehabilita- 
tion.1118 1290 
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The Canadian Arthritis and Rheumatism Society has carried out similar 
activities with respect to improving facilities for treatment of patients with 
arthritis and to establishing effective educational programs.***:*"°* In 1955 this 
Society received over $800,000 in voluntary contributions. Among its unique 
activities has been the pioneering of the development of mobile physiotherapy 
units. 

Worldwide attention is being focused on the role of physical medical measures 
in the restoration of the disabled arthritic to the activities of daily living.**® *** 
1154, 1817,1992 The attitude of the public toward rehabilitation is being changed 
from one of fear and aversion to one of hope by a program of education spon- 
sored by such groups as the United Nations, the World Veterans Federation in 
Paris, and the International Society for the Welfare of Cripples; and in the 
United States by the President’s Committee for The Employment of the Physi- 
cally Handicapped. The Institute of Physical Medicine and Rehabilitation at 
the New York University—Bellevue Medical Center has demonstrated the indis- 
pensable role of the integrated efforts of medical, surgical and physical therapy, 
and of occupational therapy, psychotherapy and vocational training in the 
rehabilitation of the disabled arthritic patient. Other centers for comprehensive 
rehabilitation are now operating in Boston, Chicago, Kansas City, Santa Monica 
and Vallejo. 

Not the least of the forces behind the worldwide movement against this 
greatest crippler of mankind is the arthritis patient himself. Outstanding leaders 
in the American Arthritis and Rheumatism Foundation and in the Canadian 
Arthritis and Rheumatism Society have firsthand knowledge of the disabling 
power of these diseases. It was emphasized that all official and voluntary 
organizations approaching arthritis as a public health problem have the common 
ultimate objective—to help the physician provide treatment of maximal effective- 
ness for his patients.**** “A problem older than history has suddenly encoun- 
tered the rise of a national voluntary agency, the advent of more effective therapy, 
and the establishment of a Federal program of arthritis research. We have 
entered a new era of medical study and practice in this field” (Wilder 2***), 


BIBLIOGRAPHY 


1. Rheumatism Reviews: (a) First, Ann. Int. Med. 8: 1315, 1495, 1673, 1935. (b) Sec- 
ond, Ibid. 9: 883, 1936. (c) Third, Ibid. 10: 754, 1936. (d) Fourth, Ibid. 11: 1089, 
1938. (e) Fifth, Ibid. 12: 1005, 1295, 1939. (f) Sixth, Ibid. 13: 1655, 1937, 1940. 
(g) Seventh, Ibid. 14: 1383, 1631, 1941. (h) Eighth, Ibid. 15: 1002, 1941. (i) 
Ninth, Ibid. 28: 66-168, 309-451, 1948. (j) Tenth, Ibid. 39: 497-618, 758-906, 1953. 

1.(a) Abeshouse, B. S.: Low backache caused by chronic infection of the prostate and 
seminal vesicles, Sinai Hosp. J. (Baltimore) 2: 51 (Nov.) 1953. 

2. Abramson, A. S.: The rehabilitation of the arthrotomised knee, Am. J. Phys. Med. 32: 
93 (Apr.) 1953. 

3. Abul-Haj, S. K., Watson, J., Rinehart, J. F., and Page, E. W.: The thromboplastic 
activity of hyaluronate, Science 114: 237 (Aug.) 1951. 

4. Ackroyd, J. F.: Allergic purpura, Am. J. Med. 14: 605 (May) 1953. 

5. Adams, F. D.: Reversible uremia with hypercalcemia due to vitamin-D intoxication, 
New England J. Med. 244: 590 (Apr. 19) 1951. 

6. Adams, F. H.: Present status of ACTH and cortisone in rheumatic fever, Journal 
Lancet 72: 11 (Jan.) 1952. 


‘ 
| 
| 
| 
| 
| 
| 
| 
| 


1114 WILLIAM D. ROBINSON ET AL. December 1956 


7. Adams, F. H., Glick, D., Anderson, R. C., and Dwan, P.: Mucolytic enzyme systems: 
nonspecific hyaluronidase inhibitor concentrations in the blood serum of siblings and 
parents of children with rheumatic fever, J. Pediat. 41: 258 (Sept.) 1952. 

. Adams, F. H., Kelly, V. C., Dwan, P. F., and Glick, D.: Response of the serum hya- 
luronidase inhibitor and mucoproteins to adrenocorticotropic hormone in rheumatic 
states. Mucolytic enzyme systems XV, Pediatrics 7: 472 (Apr.) 1951. 

. Adelson, L.: Periarteritis nodosa in infancy; report of a case following allergic reac- 
tions to penicillin, J. Pediat. 39: 346 (Sept.) 1951. 

. Adler, E., and Eliakim, M.: Brachialgia; clinical observations in 104 cases, Ann. Phys. 
Med. (London) 1: 204 (Apr.) 1953. 

. Adlersberg, D., Schaefer, L. E., and Drachman, S. R.: Studies on hormonal control 
of serum lipid partition in man, J. Clin. Endocrinol. 11: 67 (Jan.) 1951. 

. Adson, A. W.: Cervical ribs: symptoms, differential diagnosis and indications for sec- 
tion of the insertion of the scalenus anticus muscle, J. Internat. Coll. Surgeons 16: 
546 (Nov.) 1951. 

. Ahern, R. T., and Arden, G. P.: Intra-articular streptomycin in tuberculosis of the 
knee, Brit. M. J. 1: 466 (Mar. 1) 1952. 

. Ahlstrom, C. G., Liedholm, K., and Truedsson, E.: Respirato-renal type of polyarteritis 
nodosa, Acta med. Scandinav. 144: 323, 1953. 

. Aiello, J. S.: Ocular findings in lupus erythematosus, Am. J. Ophth. 35: 837, 1952. 

. Aikawa, J. K.: The cell membrane defect in rheumatic fever, North Carolina M. J. 
13: 330, 1952. 

. Aikawa, J. K., and Harrell, G. T.: The immunophysiology of serum sickness. Alter- 
ations in the blood volume and thiocyanate space in relation to the development of 
humoral antibodies in the rabbit, J. Clin. Investigation 30: 360 (Apr.) 1951. 

. Aikawa, J. K., Yount, E. H., Harrell, G. T., and Jennings, T. M.: Immunophysiology 
of serum sickness; alterations in the blood volume and thiocyanate space in relation 
to humoral antibodies in rabbits sensitized with human albumin or globulin, J. Al- 
lergy 22: 508 (Nov.) 1951. 

Aitken, A. P.: Rupture of the intervertebral disc in industry; further observations on 
the end results, Am. J. Surg. 84: 261 (Sept.) 1952. ; 

. Aitken, A. P., and Magill, H. K.: Calcareous tendinitis of the flexor carpi ulnaris, 
New England J. Med. 244: 434 (Mar. 22) 1951. 

. Albee, F. H., Jr., Jewett, E. L., and Powers, E. J.: Disabling conditions of the cer- 
vical spine, J. Florida M. A. 38: 410 (Dec.) 1951. 

. Alburn, H. E., and Whitley, R. W.: Factors affecting the assay of hyaluronidase, J. 
Biol. Chem. 192: 379 (Sept.) 1951. 

. Aldes, J. H.: Treatment of abscesses associated with spinal tuberculosis, Dis. of Chest 
21: 562 (May) 1952. 

. Alexander, J. S.: Physiotherapy and the painful shoulder, Rheumatism 7: 14 (Apr.) 
1951. 

. Alexander, J. S.: Low back pain; a clinical approach, South African M. J. 27: 855, 
1953. 

. Alfred, K. S.: Surgical treatment of herniated lumbar intervertebral discs; follow-up 
study of 130 patients without spinal fusion, Am. J. Surg. 81: 390 (Apr.) 1951. 

. Alman, R. W., and Fazekas, J. F.: Effects of ACTH on cerebral blood flow and 
oxygen consumption, Arch. Neurol. and Psychiat. 65: 680 (June) 1951. 

. Alpers, B. J.: The sciatica problem, Canad. M. A. J. 67: 131 (Aug.) 1952. 

. Alpers, B. J.: The neurological aspects of sciatica, M. Clin. North America 37: 503 
(Mar.) 1953. 

. Alpers, P.: Recent advances in rheumatology, physical medicine and rehabilitation, M. 
J. Australia 1: 286 (Feb. 24) 1951. 


1 
li 
1! 
2] 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1115 


31. 


32. 


58. 


59. 


Alrich, E. M., Carter, J. P., and Lehman, E. P.: The effect of ACTH and cortisone on 
wound healing. An experimental study, Ann. Surg. 133: 783 (June) 1951. 

Alrich, E. M., Carter, J. P., and Lehman, E. P.: Studies in cortisone. II. Metabolism 
in cortisone poisoning; effect of cortisone on tissue culture of fibroblasts, Surgery 
32: 326 (Aug.) 1952. 


. Altemeier, W. A., and Largen, T.: Antibiotic and chemotherapeutic agents in infec- 


tions of the skeletal system, J. A. M. A. 150: 1462, 1952. 


. Alvik, I.: Chronic pyogenic spondylitis—tuberculous spondylitis, Acta orthop. Scan- 


dinav. 21: 237, 1951. 


. Amelung, D., Hubener, H. J., Roka, L., and Meyerheim, G.: Conversion of cortisone 


to compound F, J. Clin. Endocrinol. 13: 1125 (Sept.) 1953. 


. American Heart Association Council on rheumatic fever and congenital heart disease: 


Prevention of rheumatic fever, J. A. M. A. 151: 141 (Jan. 10) 1953. 


. Ammitzbol, F., and Snorrason, E.: Morbidity of rheumatoid arthritis, Ann. Rheumat. 


Dis. 12: 230 (Sept.) 1953. 


. Anderson, B., and Margolis, G.: Scleromalacia; clinical and pathologic study of a case 


with consideration of differential diagnosis, relationship of collagen disease, and ef- 
fect of ACTH and cortisone therapy, Am. J. Ophth. 35: 917 (July) 1952. 


. Anderson, G. E., Hillman, R. W., Wiesel, L. L., and Stumpe, W. M.: A working 


hypothesis concerning the action of ACTH and cortisone in rheumatoid arthritis, 
Brooklyn Hosp. J. 9: 83 (Apr.) 1951. 


. Anderson, G. E., Wiesel, L. L., Hillman, R. W., and Stumpe, W. M.: Sulfhydryl in- 


hibition as a mechanism in the effects of ACTH and cortisone, Proc. Soc. Exper. 
Biol. and Med. 76: 825 (Apr.) 1951. 


. Anderson, G. W., and Alpers, B. J.: Retroperitoneal tumor as a cause of low back 


and leg pain, Neurology 3: 553 (Aug.) 1953. 


. Anderson, T. E.: Dermatomyositis, Brit. J. Dermat. 64: 71 (Feb.) 1952. 
. Andrews, G. C.: Scleroderma; sclerodermatomyositis, Arch. Dermat. and Syph. 65: 


240 (Feb.) 1952. 


. Annotation: Joint strain in sleep, Lancet 1: 756 (Apr. 12) 1952. 

. Annotation: Structure of ground substance, Lancet 2: 123 (July 19) 1952. 

. Annotation: Cortisone versus salicylates, Lancet 2: 524 (Sept. 13) 1952. 

. Annotation: Diagnosis of undulant fever, Lancet 2: 722, 1952. 

. Annotation: The painful shoulder, Lancet 1: 180, 1953. 

. Annotation: Gold under scrutiny, Brit. M. J. 1: 926 (Apr. 25) 1953. 

. Annotation: Fibrositis and adrenaline, Brit. M. J. 1: 1096 (May 16) 1953. 

. Annotation: Toxic effects of phenylbutazone, Brit. M. J. 1: 1322 (June 13) 1953, 
. Annotation: Inheritance of rheumatic fever, Brit. M. J. 2: 386 (Aug. 15) 1953. 

. Anonymous: Traumatic bursitis, M. Times, New York 80: 111 (Feb.) 1952. 

. Anonymous: Acute bursitis, M. Times, New York 80: 169 (Mar.) 1952. 

. Anttonen, V. M., and Rinne, H. J.: The effect of desoxycortone and ascorbic acid on 


experimental arthritis, Ann. med. exper. et biol. Fenniae 29: 93, 1951. 


. Appel, S. B., Fulton, L. A., and Orr, K. D.: Observations on essentially normal young 


men treated with ACTH and cortisone, U. S. Armed Forces M. J. 3: 531 (Apr.) 
1952. 


. Aquilina, J. T., and Bathrick, C. E.: The clinical effect of ACTH on acute rheumatic 


fever, New York J. Med. 53: 655 (Mar.) 1953. 

Archer, B. H.: Liver function tests in nonspecific arthritis with special reference to 
hyperglobulinemia, Ann. Int. Med. 34: 1173 (May) 1951. 

Archer, H. E., and Rhoden, E.: Uric-acid levels in blood and plasma, Brit. M. J. 2: 
947 (Oct. 20) 1951. 


. Ardran, G. M., Kemp, F. H., and Truelove, S. C.: A radiological study of the move- 


= 
= 
43 
44 
45 
46 
48) 
50 
51 
52 
53 
54 
al 
55 
|_| 
+ 
/ 


81. 


82. 


WILLIAM D. ROBINSON ET AL. December 1956 


ments of the tongue, pharynx, and esophagus in acrosclerosis, Gastroenterologia 79: 
361, 1953. 


. Armstrong, J. R.: Causes of unsatisfactory results from operative treatment of lumbar 


disc lesions, J. Bone and Joint Surg. 33B: 31 (Feb.) 1951. 


. Armstrong, J. R.: A fatal case of Still’s disease complicated by amyloidosis, Brit. M. 


J. 2: 1261 (Nov. 24) 1951. 


. Armstrong, W. A., and Greene, L. F.: Uric acid calculi: with particular reference to 


determinations of uric acid content of blood, J. Urol. 70: 545, 1953. 


. Arnott, D. C., and Redman, E. G.: Clinical reports; mid-tarsal arthropathy associated 


with diabetes mellitus, Ann. Phys. Med, 1: 180 (Jan.) 1953. 


. Arns¢g, E., Brgchner-Mortensen, K., and Hastrup, B.: Follow up study of patients with 


rheumatic fever, with special reference to chronic cardiac and articular disease, Acta 
med. Scandinav. 141: 77, 1951. 


. Aronson, N., Douglas, H. S., and Lewis, J. M.: Cortisone in Sydenham’s chorea; 


report of 2 cases, J. A. M. A. 145: 30 (Jan. 6) 1951. 


. Aronson, W., Levy, F., Besen, L. J., and Leff, M.: Placental serum therapy for rheu- 


matoid arthritis, Am. J. M. Sc. 223: 144 (Feb.) 1952. 


. Arthritis and Rheumatism Foundation: Manual for arthritis clinics, Arthritis and 


Rheumatism Foundation, 23 West 45th Street, New York 36, New York, 1952. 


. Asboe-Hansen, G.: Influence of ACTH and cortisone on dermal spread; suppressed 


action of hyaluronidase due to connective-tissue changes, Acta endocrinol. 9: 29 
(Jan.) 1952. 


. Asboe-Hansen, G., and Iversen, K.: Influence of thyrotrophic hormone on connective 


tissue; pathogenetic significance of mucopolysaccharides in experimental exophthal- 
mos, Acta endocrinol. 8: 90, 1951. 


. Ash, R.: Symposium on pediatrics; recognition and management of rheumatic fever in 


childhood, M. Clin. North America 36: 1649 (Nov.) 1952. 


. Ashley, F. L.: A two-stage operation for Dupuytren’s contracture, Plast. and Recon- 


struct. Surg. 12: 79, 1953. 


. Ashton, N., and Hobbs, H. E.: The effect of cortisone on rheumatoid nodules of the 


sclera, Brit. J. Ophth. 36: 373 (July) 1952. 


. Ashton, P. F.: Modern trends in the treatment of rheumatoid arthritis, M. Press 227: 


298 (Mar.) 1952. 


. Astrup, P., and Gruner, A.: Urinary excretion of hexosamines and glucuronic acid 


during treatment with ACTH, Scandinav. J. Clin. and Lab. Invest. 3: 197, 1951. 


. Astwood, E. B.: Discussion, in Symposium on steroids in experimental and clinical 


practice, edited by A. White, 1951, The Blakiston Co., Philadelphia, p. 223. 


. Atkinson, N., Dineen, J., and Robertson, J. S.: A pleurodynia virus pathogenic for in- 


fant mice, Australian J. Exper. Biol. and M. Sc. 29: 463, 1951. 


. Atlas, D. H., Gaberman, P., and Eisenberg, H.: Hyaluronidase spread and the effect 


of salicylates in rheumatic fever, Ann. Rheumat. Dis. 10: 418 (Dec.) 1951. 


. Auckland, G.: Keratodermia blennorrhagica; report of a case and a suggestion con- 


cerning its nature, Brit. J. Ven. Dis. 27: 143 (Sept.) 1951. 


. Ayala, W., Moore, L. V., and Hess, E. L.: The purple color reaction given by di- 


phenylamine reagent. I. With normal and rheumatic fever sera, J. Clin. Investiga- 
tion 30: 781 (July) 1951. 

Bacchus, H.: Effect of ascorbic acid, potassium chloride flooding, and cortisone on the 
course of formaldehyde-irritation arthritis, Endocrinology 49: 789, 1951. 

Bacchus, H.: Ascorbic acid and formaldehyde-irritation arthritis in the adrenalecto- 
mized rat, Endocrinology 51: 576 (Dec.) 1952. 


3. Bach, F.: The management of the rheumatic patient, Brasil-med. 66: 168 (Mar.) 1952. 
. Bach, F., Freedman, A., and Bernstock, L.: Rheumatic fever; some observations on 


ACTH, cortisone, and salicylate therapy, Brit. M. J. 2: 582 (Sept. 13) 1952. 


1116 
| 
; 
72 
77 
78 
8 
8 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1117 


85. 


86. 


87. 


88. 


89. 


90. 


91. 


92. 


93. 


107. 


108. 
. Barnum, D. R., deTakats, G., and Dolkart, R. E.: Periarteritis nodosa following thi- 


Bach, F., and Jacobs, J. H.: Splenectomy in rheumatoid arthritis, Ann. Rheumat. Dis. 
10: 320 (Sept.) 1951. 

Back, A., and Walaszek, E. J.: Studies with radioactive colchicine. I. Influence of 
tumors on the tissue distribution of radioactive colchicine in mice, Cancer Research 
13: 552, 1953. 

Baehr, G., Klemperer, P., and Schifrin, A.: A diffuse disease of the peripheral circu- 
lation (usually associated with lupus erythematosus and endocarditis), Am. J. Med. 
13; 591, 1952. 

Baggenstoss, A. H.: Visceral lesions in disseminated lupus erythematosus, Proc. Staff 
Meet., Mayo Clin. 27: 412, 1952. 

Baggenstoss, A. H., Bickel, W. H., and Ward, L. E.: Rheumatoid granulomatous 
nodules as destructive lesions of vertebrae, J. Bone and Joint Surg. 34A: 601 (July) 
1952. 

Baggenstoss, A. H., Shick, R. M., and Polley, H. F.: The effect of cortisone on the 
lesions of periarteritis nodosa, Am. J. Path. 27: 537 (July) 1951. 

Bagnall, A. W.: Paradoxical behaviour of the erythrocyte sedimentation rate in cor- 
tisone therapy, Canad. M. A. J. 65: 125 (Aug.) 1951. 

Bagnall, A. W., Traynor, J. A., and McIntosh, H. W.: The management of Marie- 
Strumpell spondylitis with special reference to long-term cortisone therapy, Canad. 
M. A. J. 68: 587, 1953. 

Bagratuni, L.: A rheumatoid syndrome occurring in the elderly, Ann. Rheumat. Dis. 
12: 98 (June) 1953. 


. Baikie, A. G.: The direct Coombs’ test in disseminated lupus erythematosus, Glasgow 


M. J. 34: 10, 1953. 


. Baker, D. M.: Panniculitis, Lancet 2: 753 (Oct. 27) 1951. 
. Baker, F.: Rehabilitation of the hand in rheumatoid arthritis, Arch. Phys. Med. 34: 


299, 1953. 


. Baker, F.: The rationale for physical therapy in arthritis, Bull. Rheumat. Dis. 4: 40 


(Oct.) 1953. 


. Bakke, J. L.: Outline of undesirable effects of ACTH and cortisone, Northwest Med. 


50: 930 (Dec.) 1951; 51: 26 (Jan.) 1952. 


. Baldridge, G. D., Kligman, A. M., Lipnik, M. J., and Pillsbury, D. M.: In vitro effects 


of cortisone on mesodermal tissue, Arch. Path. 51: 593 (June) 1951. 


. Ball, J.: Agglutination tests for rheumatoid arthritis, Lancet 1: 614: 1952. 
. Ball, J.: Sheep cell agglutination test for rheumatoid arthritis; a clinico-pathological 


study, Ann. Rheumat. Dis. 11: 97 (June) 1952. 


. Banerjee, N. M.: Pyogenic arthritis and osteomyelitis following smallpox: a report of 


21 cases, Indian M. Gaz. 87: 244, 1952. 


. Bangham, A. D.: Effect of cortisone on wound healing, Brit. J. Exper. Path. 32: 77 


(Apr.) 1951. 


. Barber, A., and Nothacker, W. G.: Effects of cortisone on non-perforating wounds of 


cornea in normal and scorbutic guinea pigs, Arch. Path. 54: 334 (Oct.) 1952. 


. Barkin, R. E.: The clinical course of juvenile rheumatoid arthritis, Bull. Rheumat. Dis. 


3: 19 (Sept.) 1952. 


. Barnes, A. R., Smith, H. L., Slocumb, C. H., Polley, H. F., and Hench, P. S.: Effect 


of cortisone and corticotropin (ACTH) on the acute phase of rheumatic fever, 
Am. J. Dis. Child. 82: 397 (Oct.) 1951. 

Barnes, S. S., Moffatt, T. W., and Weiss, R. S.: Preliminary and short reports. 
Studies on the L. E. phenomenon—evolution of the induced L. E. inclusion body, 
J. Invest. Dermat. 15: 403 (Dec.) 1950. 

Barnett, A. J.: Blood flow in gout, Brit. M. J. 1: 734 (Apr. 7) 1951. 


ger 
= 
5 
| 
: 
= 
: 
95 
96) 
100 
101 
106 
= 


110. 


111. 


112. 


113. 


WILLIAM D. ROBINSON ET AL. December 1956 


ouracil therapy of hyperthyroidism: resultant hypertension benefited by sympathec- 
tomy; report of a case, Angiology 2: 256 (Aug.) 1951. 

Barondes, R. D. R.: Alkaptonuria; unusual case with arthralgia, purpura, and glo- 
merulonephritis, Mil. Surgeon 113: 91 (Aug.) 1953. 

Barr, J. S.: Protruded discs and painful backs, J. Bone and Joint Surg. 33B: 3 (Feb.) 
1951. 

Barr, J. S.: Low-back and sciatic pain; results of treatment, J. Bone and Joint Surg. 
33A: 633 (July) 1951. 

Barr, J. S., and Marble, H. C.: Syllabus on industrial low back disability, Indust. Med. 
and Surg. 20: 21 (Jan.) 1951. 


. Barrit, D. W., and O’Brien, W.: Heart disease in scleroderma, Brit. Heart J. 14: 


421, 1952. 


. Barter, R. W.: Familial incidence of rheumatoid arthritis and acute rheumatism in 100 


rheumatoid arthritics, Ann. Rheumat. Dis. 11: 39 (Mar.) 1952. 


. Basinski, D. H., Smith, B. P., Sie, H. G., and Freund, H. A.: Levels of plasma beta- 


glucuronidase in rheumatoid arthritis, J. Michigan M. Soc. 50: 1048 (Sept.) 1951. 


. Bassett, R. C., and O’Connor, S. J.: Painful states of the shoulder and arm; diagnosis 


and treatment, J. Michigan M. Soc. 51: 55 (Jan.) 1952. 


. Batterman, R. C., Kryle, L. S., and Dann, S.: The analgesic action of sodium gentisate, 


New York J. Med. 51: 1152 (May) 1951. 


. Bauer, I. L.: Attitudes of children with rheumatic fever, J. Pediat. 40: 796 (June) 


1952. 


. Bauer, W.: Discussion, in Symposium on steroids in experimental and clinical prac- 


tice, p. 206, edited by A. White, 1951, The Blakiston Co., Philadelphia. 


. Bauer, W.: The evaluation of the adaptation concept in relation to the connective tis- 


sue diseases, Tr. and Stud., Coll. Physicians, Philadelphia 21: 39 (Aug.) 1953. 


. Bauer, W., Clark, W. S., and Dienes, L.: Speculations on the etiology of rheumatoid 


arthritis, Practitioner 166: 5 (Jan.) 1951. 


. Bauer, W., Clark, W. S., and Kulka, J. P.: Aortitis and aortic endocarditis, an un- 


recognized manifestation of rheumatoid arthritis, Ann. Rheumat. Dis. 10: 470 
(Dec.) 1951. 


. Bauerle, J. E.. and Archer, W. H.: Incidence of subluxation of the temporomandibular 


joint, J. Am. Dent. A. 43: 434 (Oct.) 1951. 


. Baxter, H., Schiller, C., Johnson, L. H., Whiteside, J. H., and Randall, R. E.: Corti- 


sone therapy in Dupuytren’s contracture, Plast. and Reconstruct. Surg. 9: 261 
(Mar.) 1952. 


. Baxter, H., Schiller, C., and Whiteside, J. H.: The influence of ACTH on wound 


healing in man, Plast. and Reconstruct. Surg. 7: 85 (Feb.) 1951. 


. Baxter, H., Schiller, C., Whiteside, J. H., and Randall, R. E.: Use of ACTH and 


cortisone in surgery, Am. J. Surg. 83: 374 (Mar.) 1952. 


. Baxter, H., Schiller, C., Whiteside, J., and Straith, R.: The influence of cortisone on 


skin and wound healing in experimental animals, Plast. and Reconstruct. Surg. 7: 
24 (Jan.) 1951. 


. Bayles, T. B., Beigelman, P. M., and Goldner, F., Jr.: Progressive systemic sclerosis 


(scleroderma), Bull. Rheumat. Dis. 4: 44 (Dec.) 1953. 


. Bayles, T. B., Colpoys, F. L., Fremont-Smith, P., Ferguson, B. C., and Paige, E.: 


Significant remissions in rheumatic diseases with high dosage cortisone therapy, 
J. Clin. Investigation 30: 628, 1951. 


. Baylin, G. J., and Wear, J. M.: Blastomycosis and actinomycosis of the spine, Am. J. 


Roentgenol. 69: 395 (Mar.) 1953. 


. Baylor, R. N., and Toone, E. C., Jr.: The successful treatment of two cases of gold 


dermatitis with adrenocorticotrophic hormone (ACTH) and cortisone, Virginia M. 
Monthly 79: 549 (Oct.) 1952. 


1118 
125 
2 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1119 


133. 


134. 
135. 


136. 
137. 


138. 


139. 


141. 
142. 


145. 


152. 


154. 


Beach, M. W.: Your rheumatic fever program in action, J. South Carolina M. A. 48: 
157 (June) 1952. 

Beattie, J. W.: Dyspeptic backache, Ann. Rheumat. Dis. 12: 223 (Sept.) 1953. 

Beattie, J. W., and Woodmansey, A.: Effects of ACTH on the peripheral blood flow 
in rheumatoid arthritis, Ann. Rheumat. Dis. 12: 43 (Mar.) 1953. 

Beauregard, J. M.: The problem of arthritis in industry, Canad. M. A. J. 67: 326, 1952. 

Becker, B. J. P., Chatgidakis, C. B., and van Lingen, B.: Cardiovascular collagenosis 
with parietal endocardial thrombosis; a clinicopathologic study of forty cases, Cir- 
culation 7: 345 (Mar.) 1953. 

Bedford, P. D.: “Experimental error” of therapeutic trials in rheumatoid arthritis, 
Ann. Rheumat. Dis. 10: 111 (June) 1951. 

Bedford, P. D., Bosanquet, F. D., and Russell, W. R.: Degeneration of the spinal cord 
associated with cervical spondylosis, Lancet 2: 55 (July 12) 1952. 


. Beelar, V. P.: Rheumatoid arthritis-like syndrome during Apresoline therapy, M. Ann. 


District of Columbia 22: 651, 1953. 
Beer, J. K.: Boeck’s sarcoid of bone, Treat. Serv. Bull. 6: 205 (Apr.) 1951. 
Beerman, H.: The L. E. cell and phenomenon in lupus erythematosus, Am. J. M. Sc. 
222: 473 (Oct.) 1951. 


. Beerman, H.: Erythema nodosum; a survey of some recent literature, Am. J. M. Se. 


223: 433 (Apr.) 1952. 


. Behrend, B., and Friedman, P. S.: Management of bursitis of the shoulder in industry, 


Indust. Med. and Surg. 21: 583 (Dec.) 1952. 
Beidleman, B., and Duncan, G. G.: Charcot joints and infectious-vascular lesions of 
bones in diabetes mellitus, Am. J. Med. 12: 43 (Jan.) 1952. 


. Beigelman, P. M.: Variants of the platelet thrombosis syndrome and their relationship 


to disseminated lupus, Arch. Path. 51: 213 (Feb.) 1951. 


. Beigelman, P. M., Goldner, F., Jr., and Bayles, T. B.: Progressive systemic sclerosis 


(scleroderma), New England J. Med. 249: 45 (July 9) 1953. 


. Bell, G. L, Bell, R. E., and Wilson, D. R.: Rheumatic pericarditis treated with corti- 


sone, Canad. M. A. J. 63: 63, 1950. 


. Bellinger, D. H.: Internal derangements of the temporomandibular joint, J. Oral Surg. 


10: 47 (Jan.) 1952. 


. Ben-Asher, S.: Recurrent acute lupus erythematosus disseminatus: case which has sur- 


vived 23 years after onset of systemic manifestations, Ann. Int. Med. 34: 243 (Jan.) 
1951. 


. Benditt, E. P., and French, J. E.: Histochemistry of connective tissue: the use of en- 


zymes as specific histochemical reagents, J. Histochem. and Cytochem. 1: 315 
(Sept.) 1953. 

Benditt, E. P., Schiller, S., Mathews, M. B., and Dorfman, A.: Evidence that hya- 
luronidase is not the factor in testicular extract causing increased vascular per- 
meability, Proc. Soc. Exper. Biol. and Med. 77: 643 (Aug.) 1951. 


. Bene, E., and Kersley, G. D.: Ultrafiltration of plasma uric acid, J. Clin. Path. 4: 


366 (Aug.) 1951. 

Benedict, J. D., Roche, M., Yu, T. F., Bien, E. J., Gutman, A. B., and Stetten, D.: 
Incorporation of glycine nitrogen into uric acid in normal and gouty man, Metabo- 
lism 1: 3-12, 1952. 


. Benedict, J. D., Yu, T. F., Bien, E. J., Gutman, A. B., and Stetten, D., Jr.: A further 


study of the utilization of dietary glycine nitrogen for uric acid synthesis in gout, 
J. Clin. Investigation 32: 775, 1953. 


. Bennett, I. L., Jr., Berthrong, M., and Rich, A. R.: A further study of the effect of 


adrenocorticotropic hormone (ACTH) upon the experimental cardiovascular lesions 
produced by anaphylactic hypersensitivity, Bull. Johns Hopkins Hosp. 88: 197 
(Mar.) 1951. 


2 
hed 
147 “a 
= 
4 


157. 


158. 


159. 


161. 


175. 


176. 


177. 


178. 


179. 


1120 WILLIAM D. ROBINSON ET AL. December 1956 


Bennett, G. A., Zivin, S., Steck, I. E., Montgomery, M. M., and Kaiser, G. D.: Evalu- 
ation of the effects of cortisone on the subcutaneous nodules of patients with rheu- 
matoid arthritis, Ann. Rheumat. Dis. 11: 300 (Dec.) 1952. 

Bennett, L. L., Liddle, G. W., and Bentinck, R. C.: Does a large intake of potassium 
modify the effects of ACTH (corticotropin) in man, J. Clin. Endocrinol. 13: 392 
(Apr.) 1953. 

Bennett, W. A.: Histopathologic changes in the adrenal and anterior pituitary in pa- 
tients treated with cortisone; preliminary impressions, Proc. Staff Meet., Mayo 
Clin. 28: 659, 1953. 


. Bensema, C. E., and Shoun, A. N.: Treatment of bursitis with intravenous iron ca- 


codylate, Arizona Med. 8: 37 (Mar.) 1951. 
Benstead, J. G.: Death of two patients treated with phenylbutazone, Brit. M. J. 1: 
711 (Mar. 28) 1953. 


. Bercu, B. A.: A postoperative syndrome following mitral valvuloplasty, J. Lab and 


Clin. Med. 42: 783, 1953. 


. Beresford, O. D.: The manifestations of sarcoidosis, Canad. M. A. J. 65: 245 (Sept.) 


1951. 


. Beresford, O. D.: Osteophytosis of the lumbar ‘spine, Ann. Rheumat. Dis. 11: 289 


(Dec.) 1952. 


. Berg, A.: Clinical and myelographic studies of conservatively treated cases of lumbar 


intervertebral disc protrusion, Acta chir. Scandinay. 104: 124, 1952. 


. Berger, H.: Intrasynovial procaine for the symptomatic relief of osteoarthritis, New 


York J. Med. 51: 615 (Mar.) 1951. 


. Berglund, K., Nordenson, N. G., and Olhagen, B.: ACTH and cortisone in rheuma- 


toid arthritis; effects on blood protein pattern, serological reactions and bone mar- 
row reticulum, Acta endocrinol. 8: 1, 1951. 


. Bergqvist, S.: Staphylococci and antihyaluronidases; a serobacteriologic and clinical 


investigation with special reference to tuberculosis, Acta med. Scandinav. (Supp. 
267) 143: 1, 1952. 


. Bergsagel, D. E., Beamish, R. E., and Wilt, J. C.: Brucella arthritis of the hip joint: 


a review of the literature and report of a case treated with Terramycin, Ann. Int. 
Med. 37: 767 (Oct.) 1952. 


. Bergstrand, C. G., Hellstrom, B., and Jonsson, B.: ACTH and cortisone treatment of 


acute rheumatic fever, Acta pediat. 40: 502 (Nov.) 1951. 


. Berkheiser, S. W.: Synovioma-like tumor (synovial sarcoma) of the abdominal wall; 


report of a case, Ann. Surg. 135: 114 (Jan.) 1952. 
Berman, R. H.: Sarcoidosis benefited by pregnancy; report of a case, J. A. M. A. 147: 
246 (Sept. 15) 1951. 


. Bernstein, L.: Cardiac complications in spondylarthritis ankylopoietica, Rheumatism 7: 


18 (Apr.) 1951. 


. Bernstein, L.: Tendinosis of the shoulder, Mississippi Valley M. J. 73: 155 (Nov.) 


1951. 

Berry, D. C.: The movement of the meniscus of the temporomandibular joint, Lancet 
1: 82 (Jan. 12) 1952. 

Berry, W. C., and Benson, J. F.: Hydrocortisone in rheumatoid arthritis, U. S. Armed 
Forces M. J. 4: 99 (Jan.) 1953. 

Bershof, E., and Oxman, A. C.: Agranulocytosis following use of phenylbutazone 
(Butazolidin) ; report of a case, J. A. M. A. 151: 557 (Feb. 14) 1953. 

Best, W. R., and Fine, G.: Periarteritis nodosa and multiple myeloma; report of si- 
multaneous occurrence in patient receiving stilbamidine, Ann. Int. Med. 34: 1472 
(June 1951). 

Beutler, E., and Bergenstal, D. M.: Perforated duodenal ulcer with neutropenia and 

death in a patient receiving phenylbutazone, Gastoenterology 25: 72 (Sept.) 1953. 


= 
— 
7 


180. 
181. 


182. 


186. 


187. 
188. 
189. 
190. 
191, 


192, 


193. 


194. 


195. 


196. 


197. 


198. 


199, 
200. 
201. 


. Bland, E. F., and Jones, T. D.: Rheumatic fever and rheumatic heart disease; a 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1121 


Bick, E. M., and Copel, J. W.: The senescent human vertebra; contribution to human 
osteogeny, J. Bone and Joint Surg. 34A: 110 (Jan.) 1952. 

Bickel, W. H.: Tuberculosis of bones and joints, Proc. Staff Meet., Mayo Clin. 28: 
370, 1953. 

Bickel, W. H., Kimbrough, R. F., and Dahlin, D. C.: Tuberculous tenosynovitis, 
J. A. M. A. 151: 31 (Jan. 3) 1953. 


. Bidmead, D. S.: A modified technique for determining uric acid in blood and urine, 


J. Clin. Path. 4: 370 (Aug.) 1951. 


. Bien, E. J., Yu, T. F., Benedict, J. D., Gutman, A. B., and Stetten, D., Jr.: The re- 


lation of dietary nitrogen consumption to the rate of uric acid synthesis in normal 
and gouty man, J. Clin. Investigation 32: 778, 1953. 


. Bien, E. J., and Ziff, M.: Fibrinoid and hydroxyproline of the rheumatoid subcutaneous 


nodule, Proc. Soc. Exper. Biol. and Med. 78: 327 (Oct.) 1951. 

Bien, E. J., Ziff, M., and Bunim, J. J.: Chemical constituents of skeletal muscle from 
normal subjects and patients with rheumatic and non-rheumatic diseases, Proc. Soc. 
Exper. Biol. and Med. 76: 649 (Apr.) 1951. 

Biggs, T. G., and Cannon, E.: Ochronosis; report of a case, J. Louisiana M. Soc. 105: 
394, 1953. 

Bilka, P. J.: Intra-articular use of hydrocortisone in rheumatic diseases, Minnesota 
Med. 35: 938, 968 (Oct.) 1952. 

Bilka, P. J., and Cader, G.: Experience with cortisone in the treatment of rheumatoid 
arthritis, Postgrad. Med. 9: 231 (Mar.) 1951. 

Bille, B. S. V.: Lupus erythematosus disseminatus with and without skin eruption, 
Acta med. Scandinav. 140: 280, 1951. 

Bingold, A. C.: Joint changes in neurofibromatosis; report of two cases, J. Bone and 
Joint Surg. 34B: 76 (Feb.) 1952. 

Biorck, G., Winblad, S., and Wulff, H. B.: Studies in mitral stenosis. Observations 
on incidence of active rheumatic carditis in left auricular appendages resected at 
operation for mitral stenosis, Am. Heart J. 44: 325 (Sept.) 1952. 

Birkbeck, M. Q., Buckler, W. St. J., Mason, R. M., and Tegner, W. S.: Iritis as the 
presenting symptom in ankylosing spondylitis, Lancet 2: 802 (Nov. 3) 1951. 

Birke, G.: The dermal spreading of hyaluronidase and streptococci under the influence 
of stress (cold), ACTH, cortisone, and desoxycorticosterone acetate, Acta med. 
Scandinav. 144: 455, 1953. 

Bishop, C., and Beecher, L.: Effect of phenylbutazone on uric acid excretion in patients 
with gout and rheumatoid arthritis, Proc. Soc. Exper. Biol. and Med. 83: 603, 1953. 

Bishop, C., Garner, W., and Talbott, J. H.: Pool size, turnover rate, and rapidity of 
equilibration of injected isotopic uric acid in normal and pathological subjects, J. 
Clin. Investigation 30: 879 (Aug.) 1951. 

Bishop, C., Rand, R., and Talbott, J. H.: The effect of Benemid (p-[di-n-propylsul- 
famyl]-benzoic acid) on uric acid metabolism in one normal and one gouty subject, 
J. Clin. Investigation 30: 889 (Aug.) 1951. 

Bishop, C., and Talbott, J. N.: Uric acid: its role in biological processes and the in- 
fluence upon it of physiological, pathological, and pharmacological agents, Pharma- 
col. Rev. 5: 231, 1953. 

Bishop, P. M. F., and Glyn, J. H.: Diabetes caused by ACTH treatment of rheumatoid 
arthritis, Proc. Roy. Soc. Med. 45: 168 (Apr.) 1952. 

Bjerrum, O.: Remarks on the relation between dental infection and primary progres- 
sive chronic polyarthritis, Acta med. Scandinav. (Supp. 266) 142: 229, 1952. 

Blanco, P., Marano, A., and Postoloff, A.: Cysts of the semilunar cartilage, New York 
J. Med. 53: 2621 (Nov.) 1953. 


A>. 
183 
Be 
i 
= 
Zz 


WILLIAM D. ROBINSON ET AL. December 1956 


twenty year report on 1000 patients followed since childhood, Circulation 4: 836 
(Dec.) 1951. 

. Bland, E. F., and Jones, T. D.: The natural history of rheumatic fever; a twenty year 
perspective, Ann. Int. Med. 37: 1006 (Nov.) 1952. 

. Blatt, H.: The role of bacterial allergy in the rheumatoid state, Ann. Allergy 9: 390 
(May) 1951. 

. Bliss, E. L., Rubin, S., and Gilbert, T.: The effect of adrenalin on adrenal cortical 
function, J. Clin. Endocrinol. 11: 46 (Jan.) 1951. 

. Bliss, E. L., Sandberg, A. A., Nelson, D. H., and Eik-nes, K.: The normal levels of 
17-hydroxycorticosteroids in the peripheral blood of man, J. Clin. Investigation 32: 
818 (Sept.) 1953. 

. Bloom, N., and Toone, E.: Cortone therapy in acute gout, Virginia M. Monthly 78: 
84 (Feb.) 1951. 

. Boas, N. F., and Reiner, M.: Effect of ACTH and cortisone on serum hexosamine and 
gamma-globulin levels in acute disseminated lupus erythematosus, J. Clin. Endo- 
crinol. 11: 890 (Aug.) 1951. 

. Boas, N. F., and Soffer, L. J.: The effect of adrenocorticotropic hormone and cortisone 
on the serum hexosamine level in acute disseminated lupus erythematosus, J. Clin. 
Endocrinol. 11: 39 (Jan.) 1951. 

. Boas, N. F., and Soffer, L. J.: Hexosamine level in lupus erythematosus, Nutrition 
Rev. 9: 219, 1951. 

. Bodi, T., and Mandell, H. N.: Synovial sarcoma of the foot, a case report, J. Bone and 
Joint Surg. 35A: 469, 1953. 

. Boger, W. P., Sherman, W. B., Schiller, I. W., Siegel, S., and Rose, B.: Allergic re- 
actions to penicillin; a panel discussion, J. Allergy 24: 383, 1953. 

. Bohman, F.: Social importance of rheumatic diseases in Sweden, Acta med. Scandinav. 
132: 150, 1948. 

. Bohrad, M. G.: Pathology of the allergic and collagen diseases, Pediatrics 11: 643 
(June) 1953. 

. Boland, E. W.: Current methods of treatment for rheumatoid arthritis, Kansas City 
M. J. 27: 5 (Mar.) 1951. 

. Boland, E. W.: Treatment of rheumatoid arthritis: an appraisal of some currently used 
methods, Am. Pract. and Digest Treat. 2: 577 (Jul.) 1951. 

. Boland, E. W.: Rheumatoid spondylitis: clinical features and current methods of treat- 
ment, Bull. Rheumat. Dis. 2: 11 (Feb.) 1952. 

. Boland, E. W.: Antirheumatic effects of hydrocortisone (free alcohol), hydrocortisone 
acetate, and cortisone (free alcohol) as compared with cortisone acetate; results 
from oral administration in patients with rheumatoid arthritis, Brit. M. J. 1: 559 
(Mar. 15) 1952. 

. Boland, E. W.: The use of adrenal cortical steroids and corticotropin in the treatment 
of rheumatic diseases, J. Omaha Mid-West Clin. Soc. 13: 39 (Apr.) 1952. 

. Boland, E. W.: Rheumatoid arthritis: experiences with hydrocortisone (free alcohol) 
and hydrocortisone acetate, California Med. 77: 1 (July) 1952. 

. Boland, E. W.: Clinical use of cortisone, hydrocortisone, and corticotropin, J. A. M. A. 
150: 1281 (Nov. 29) 1952. 

. Boland, E. W., and Headley, N. E.: Oral use of cortisone acetate, J. A. M. A. 145: 
8 (Jan. 6) 1951. 

. Boland, E. W., and Headley, N. E.: Results of long-continued cortisone administra- 
tion in rheumatoid arthritis, California Med. 74: 416 (June) 1951. 

. Boland, E. W., and Headley, N. E.: Compound F used orally in patients with rheuma- 
toid arthritis, J. A. M. A. 148: 981 (Mar. 22) 1952. 

. Bonham, D. T.: A report on the death of a patient with convulsive seizures during 


1122 
20: 
20 
205 
20 
207 
208 
206 
21 
211 
21 
213 
214 
215 
216 
217 
218 
219 
220 
221 
222 
223 
224 
225 ! 


230. 


231. 
232. 


233. 


234. 


235. 


236. 


237. 


238. 


239. 


240. 


241. 


242. 


243. 


244. 


245. 


246. 


247. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1123 


treatment of rheumatoid arthritis with cortisone, ACTH, and postpartum plasma, 
New York J. Med. 53: 1114 (May) 1953. 


. Bonner, C. D.: Eosinophil levels as an index of adrenal responsiveness; factors that 


affect value of eosinophil counts, J. A. M. A. 148: 634 (Feb. 23) 1952. 


. Bonney, G. L. W., Hughes, R. A., and Janus, O.: Blood flow through the normal 


human knee segment, Clin. Sc. 11: 167 (May) 1952. 


. Bonnin, J. A.: L. E. cells in the peripheral blood, with a report of a case of acute dis- 


seminated lupus erythematosus, M. J. Australia 1: 672, 1952. 


. Bonnin, J. G.: Clinical assessment of backache, Brit. M. J. 1: 540 (Mar. 8) 1952. 


Bookman, J. J., Drachman, S. R., Schaefer, L. E., and Adlersberg, D.: Steroid dia- 
betes in man; the development of diabetes during treatment with cortisone and cor- 
ticotropin, Diabetes 2: 100 (Mar.) 1953. 

Boone, J. A.: Rheumatic carditis, J. South Carolina M. A. 48: 6 (Jan.) 1952. 

Boone, J. A., and Beach, M. W.: Cortisone in acute rheumatic carditis, South M. J. 
45: 556 (June) 1952. 

Boots, R.: The management of rheumatoid arthritis, Bull. Rheumat. Dis. 1: 9 (Jan.) 
1951. 

Boots, R. H., Yen, L. C., McMorrow, K. J., and Ragan, C.: Degenerative joint disease 
of the hip; relief of symptoms following cortisone therapy, J. A. M. A. 147: 549 
(Oct. 6) 1951. 

Borden, A. L., Brodie, E. C., Wallraff, E. B., Holbrook, W. P., Hill, D. F., Stephens, 
C. A. L., Jr., Johnson, R. B., and Kemmere, A. R.: Amino acid studies and clinical 
findings in normal adults and rheumatoid arthritis patients treated with ACTH, J. 
Clin. Investigation 31: 375 (Apr.) 1952. 

Borman, M. C., and Schmallenberg, H. C.: Suicide following cortisone treatment, 
J. A. M. A. 146: 337 (May 26) 1951. 

Bornstein, J.. Meade, B. W., and Smith, M. J. H.: Salicylates and carbohydrate 
metabolism, Nature, London 169: 115 (Jan.) 1952. 

Bostrém, H.: On the metabolism of the sulphate group of chondroitinsulfuric acid, 
J. Biol. Chem. 196: 477, 1952. 

Bostrém, H., and Bengt, M.: On the enzymatic exchange of the sulfate group of 
chondroitinsulfuric acid in slices of cartilage, J. Biol. Chem. 196: 483, 1952. 

Bosworth, D. M.: Tuberculosis of bones and joints, Bull. New York Acad. Med. 27: 
42 (Jan.) 1951. 

Bosworth, D. M.: Symposium on orthopedic surgery; orthopedic problems in tubercu- 
losis, S. Clin. North America 31: 417 (Apr.) 1951. 

Bosworth, D. M., and Wright, H. A.: Streptomycin in bone and joint tuberculosis, 
J. Bone and Joint Surg. 34A: 255 (Apr.) 1952. 

Bosworth, D. M., Wright, H. A., and Fielding, J. W.: Marsilid in the treatment of 
tuberculous orthopedic lesions; a preliminary report, Quart. Bull., Sea View Hosp. 
13: 52 (Jan.) 1952. 

Bosworth, D. M., Wright, H. A., Fielding, J. W., and Wilson, H. J.: The use of 
iproniazid in the treatment of bone and joint tuberculosis, J. Bone and Joint Surg. 
35A: 577, 1953. 

Bothwell, T. H., Shar, R. S., and Agranat, A. L.: Relapsing febrile nodular non- 
suppurative panniculitis (Weber-Christian disease): report of a case treated with 
ACTH, South African M. J. 26: 476 (Jun. 7) 1952. 

Boult, G. F., Kiernan, M. K., and Childe, A. E.: The importance of minor myelo- 
graphic deformities in the diagnosis of posterior protrusion of the lumbar inter- 
vertebral disc, Am. J. Roentgenol. 66: 752 (Nov.) 1951. 

Bourne, G. H.: Some histological aspects of formalin “arthritis’ 

Path. 32: 377 (Aug.) 1951. 


’ 


in rats, Brit. J. Exper. 


4 
Zz 
a “4 


1124 WILLIAM D. ROBINSON ET AL. December 1956 


248. 


Bourne, G. H., Parkes, M. W., and Wrigley, F.: The effect of various drugs on the 
histology of Formalin-Arthritis, Ztschr. Rheumaforsch. 11: 18 (Feb.) 1952. 


. Bovill, E. G., Jr.: An anatomical, pathological and clinical study of etiologic factors 


in neurogenic brachialgia, Surg. Forum (1951) p. 444, 1952. 


. Bovill, E. G., Jr., and Drazek, J. A.: An anatomic study of the cervical spine based on 


a clinical-roentgenologic concept of the etiology of brachialgia, Univ. Michigan Med. 
Bull. 16: 387 (Dec.) 1950. 


. Bowman, M. B.: Synovioma of the foot, Surgery 29: 145 (Jan.) 1951. 
. Boynton, B. L., Leavitt, L. A., Schnut, R. R., Schnur, H. L., and Russell, M. A.: 


Personality evaluation in rehabilitation of rheumatoid spondylitis, Arch. Phys. Med. 
34: 489 (Aug.) 1953. 


. Bradford, B. F.: Streptomycin as a probable etiologic agent for subdeltoid bursitis, 


South. M. J. 46: 960 (Oct.) 1953. 


. Bradley, J. E., Drake, M. E., and Mack, H. P.: Dermatomyositis with nephritis in a 


Negro girl, Am. J. Dis. Child. 81: 403 (Mar.) 1951. 


. Bradley, W. H.: The mechanism and prevention of the rheumatic state, President’s 


address, Proc. Roy. Soc. Med. 43: 979 (Dec.) 1950. 


. Bragdon, F. H., and Shafer, W. A.: Herniation of the lumbar intervertebral disk. 


A ten-year follow-up study, Pennsylvania M. J. 54: 350 (Apr.) 1951. 


. Brain, W. R., Northfield, D., and Wilkinson, M.: The neurological manifestations of 


cervical spondylosis, Brain 75: 187, 1952. 


. Branch, L. K., and Roberts, M. H.: Periarteritis nodosa; report of a case with clinical 


diagnosis, Am. J. Dis. Child. 81: 788 (June) 1951. 


. Brandwein, S.: Agranulocytosis following phenylbutazone, New York J. Med. 53: 


1577 (July) 1953. 


. Braude, A. I.: Studies in the pathology and pathogenesis of experimental brucellosis. 


I. A comparison of the pathogenicity of Brucella abortus, Brucella melitensis, and 
Brucella suis for guinea pigs, J. Infect. Dis. 89: 76 (July) 1951. 


. Braude, A. I.: Studies in the pathology and pathogenesis of experimental brucellosis. 


II. The formation of the hepatic granuloma and its evolution, J. Infect. Dis. 89: 87 
(July) 1951. 


. Braude, A. I., and Spink, W. W.: Studies in the pathology and pathogenesis of ex- 


perimental brucellosis. III. Investigations pertaining to the function of the spleen, 
J. Infect. Dis. 89: 272 (Nov.) 1951. 


. Bray, B. M., Merivale, W. H. H., and Willcox, D. R. C.: The effect of ephedrine on 


the excretion of reducing steroids, 17-ketosteroids and uric acid in healthy men, J. 
Endocrinol. 8: 27 (Jan.) 1952. 


. Breese, B. B., and Gray, H.: Antistreptolysin titer as an aid in the diagnosis of rheu- 


matic fever, New York J. Med. 51: 389 (Feb.) 1951. 


. Brendstrup, P.: Serum copper, serum iron and total iron-binding capacity of serum in 


patients with chronic rheumatoid arthritis, Acta med. Scandinav. 146: 384, 1953. 


. Brett, M. S.: Advanced actinomycosis of the spine treated with penicillin and strepto- 


mycin; report of a case, J. Bone and Joint Surg. 33B: 215 (May) 1951. 


. Briggs, J. N., and Doxiadis, S. A.: Q-T interval in rheumatic fever, Arch. Dis. Child- 


hood 26: 311 (Aug.) 1951. 


. Briggs, J. N., and Illingworth, R. S.: A case of scleroderma; failure to respond to 


recent drugs, Lancet 1: 346 (Feb. 16) 1952. 


. Briggs, J. N., and Illingworth, R. S.: Calcinosis universalis treated with adreno- 


corticotrophic hormone and cortisone, Lancet 2: 800 (Oct. 25) 1952. 


. Brgchner-Mortensen, K.: Treatment of rheumatic fever with ACTH (cortrophin), 


Acta med. Scandinav. (Supp. 266) 142: 299, 1952. 


. Brgchner-Mortensen, K., and Fischer, F.: Experience with clinical employment of 


cortisone and ACTH, Acta med. Scandinav. 145: 97, 1953. 


25 
| 
251 
| 
252) 
2 
25 
25 
2S 7 
258 
25 
26 
262 
q 26 
: 26 
26S 
267 
268 
26 | 
270 
27 
‘ 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1125 


272. Brock, L. L., and Siegel, A. C.: Studies on the prevention of rheumatic fever: the 
effect of time of initiations of treatment of streptococcal infections on the immune 
response of the host, J. Clin. Investigation 32: 630 (July) 1953. 

273. Broder, H.: Osteochondrosis of an accessory ossification centre at the inferior pole of 
the patella (Larsen-Johansson disease), J. Albert Einstein M. Center 2: 40 (Nov.) 
1953. 

274. Brodin, H.: Resection of the knee joint in tuberculosis, reexamination of 369 cases, 
Acta orthop. Scandinav. 21: 155, 1951. 

275. Brody, S.: Psychological factors associated with disseminated lupus erythematosus, 
Arch. Neurol. and Psychiat. 70: 119, 1953. 

276. Brooke, E. M.: Deaths from rheumatoid arthritis 1940-1949, Month. Bull. Min. Health 
and Emerg. Pub. Health Lab. Serv. 11: 57 (Mar.) 1952. 

277. Broomhead, R.: Mould arthroplasty of the hip-joint and its place in the treatment of 
advanced osteoarthritis of that joint, Rheumatism 7: 1 (Apr.) 1951. 

278. Brous, M.: Treatment of rheumatoid and osteo-arthritis by sodium para-aminosalic- 
ylate with presentation of cases, M. J. Australia 1: 774, 1952. 

279. Brown, C. M., Liddle, D. C., and Tobin, J. O.: Bornholm disease and Coxsackie virus, 
Lancet 1: 445 (Mar. 1) 1952. 

280. Brown, C. Y., Jessar, R. A., and Hollander, J. L.: Cortisone in treatment of osteo- 
arthritis of hips, J. A. M. A. 147: 551 (Oct. 6) 1951. 

281. Brown, E. E.: Cause of rheumatic fever—chronic sinusitis, Arch. Pediat. 68: 565 
(Dec.) 1951. 

282. Brown, E. M., Jr., Frain, J. B., Udell, L., and Hollander, J. L.: Locally administered 
hydrocortisone in the rheumatic diseases, Am. J. Med. 15: 656 (Nov.) 1953. 

283. Brown, R. A. P., and Currie, J. P.: Observations on gold therapy in rheumatoid ar- 
thritis, Brit. M. J. 1: 916 (Apr. 25) 1953. 

284. Brown, T. McP., Wichelhausen, R. H., Merchant, W. R., and Robinson, L. B.: A 
study of the antigen-antibody mechanism in rheumatic diseases, Am. J. M. Se. 221: 
618 (June) 1951. 

285. Browning, J. S., Rice, R., and Ulrich, C.: Alteration in blood proteins in rheumatic 
patients, Am. J. M. Sc. 221: 183 (Feb.) 1951. 

286. Bruce, H. M., and Parkes, A. S.: A slow-release medium for adrenocorticotrophic 
hormone, Lancet 1: 71 (Jan. 12) 1952. 

287. Bruce, J., and Mackay, R.: Gold therapy and neutral 17-ketosteroid excretion in rheu- 
matoid arthritis, Ann. Rheumat. Dis. 11: 206 (Sept.) 1952. 

288. Bruce, J. G.: Use of pregnenolone in rheumatoid arthritis, J. Maine M. A. 42: 92 
(Mar.) 1951. 

289. Bruce, R. A.: Current status of acute rheumatic fever in the State of Washington, 
Northwest Med. 52: 636 (Aug.) 1953. 

290. Brugsch, H. G., and Manning, R. A.: A comparative study of pregnenolone, 21- 
acetoxypregnenolone and ACTH, New England J. Med. 244: 628 (Apr. 26) 1951. 

291. Brunner, J. J., and Lobraico, R. V., Jr.: Dermatomyositis; as index of malignant neo- 
plasm: report of case and review of literature, Ann. Int. Med. 34: 1269 (May) 1951. 

292. Brunner, M. J., Riddell, J. M., Jr., and Best, W. R.: Preliminary and short reports; 
cutaneous side effects of ACTH, cortisone and pregnenolone therapy, J. Invest. 
Dermat. 16: 205 (Apr.) 1951. 

293. Brunsting, L. A.: Acute disseminated lupus erythematosus, M. Clin. North America 
35: 399 (Mar.) 1951. 

294. Brunsting, L. A.: Disseminated (systemic) lupus erythematosus, Proc. Staff Meet., 
Mayo Clin, 27: 410, 1952. 

295. Brunsting, L. A., Slocumb, C. H., and Didcoct, J. W.: Effects of cortisone on acute 

disseminated lupus erythematosus, Arch. Dermat. and Syph. 63: 29 (Jan.) 1951. 


é 
: 
| 


1126 WILLIAM D. ROBINSON ET AL. December 1956 


296. Buchman, J., and Fenton, R.: Preliminary report on the use of isonicotinic acid hydra- 
zide (Rimifon) in the treatment of bone and joint tuberculosis, Bull. Hosp. Joint 
Dis. 14: 101 (Apr.) 1953. 

297. Buchthal, F., and Pinelli, P.: Muscle action potentials in polymyositis, Neurology 3: 
424 (June) 1953. 

298. Buck, R. C.: Regeneration of tendon, J. Path. and Bact. 66: 1, 1953. 

299. Bundick, W. R., and Ellis, F. A.: Lupus erythematosus; classification, diagnostic and 
prognostic value of biopsies, South. M. J. 44: 204 (Mar.) 1951. 

300. Bundy, W. E., McCue, C. M., and Porter, R. R.: The control of rheumatic fever re- 
currences with sulfadiazine and Gantrisin, J. Pediat. 41: 320, 1952. 

301. Bunim, J. J.: The clinical effects of cortisone and ACTH on rheumatic diseases, Bull. 
New York Acad. Med. 27: 75 (Feb.) 1951. 

302. Bunim, J. J.: The incidence of the rheumatic diseases in industry, Indust. Med. and 
Surg. 22: 302 (July) 1953. 

303. Bunim, J. J., Kaltman, A. J., and McEwen, C.: Diabetogenic effect of cortisone and 
ACTH in a non-diabetic patient with rheumatoid arthritis, Am. J. Med. 12: 125 
(Jan.) 1952. 

304. Bunim, J. J., Kuttner, A. G., Baldwin, J. S., and McEwen, C.: Cortisone and cortico- 
tropin in rheumatic fever and juvenile rheumatoid arthritis, J. A. M. A. 150: 1273 
(Nov. 29) 1952. 

305. Burman, M.: Stenosing tendovaginitis of the dorsal and volar compartments of the 
wrist, Arch. Surg. 65: 752 (Nov.) 1952. 

306. Burman, M.: Tendinitis of the insertion of the common extensor tendon of the fingers, 
J. Bone and Joint Surg. 35A: 177 (Jan.) 1953. 

307. Burman, M.: Prepatellar bursitis simulated by a painful pad of fat overlying the bursa, 
New York J. Med. 53: 444 (Feb.) 1953. 

308. Burman, M.: Stenosing tendovaginitis of the foot and ankle; studies with special ref- 
erence to the stenosing tendovaginitis of the peroneal tendons at the peroneal tu- 
bercle, Arch. Surg. 67: 686 (Nov.) 1953. 

309. Burns, B. H., and Young, R. H.: Results of surgery in sciatica and low back pain, 
Lancet 1: 245 (Feb. 3) 1951. 

309.(a) Burns, J. J., Rose, R. K., Chenkin, T., Goldman, A., Schulert, A., and Brodie, 
B. B.: Physiological disposition of phenylbutazone in man and a method for its esti- 
mation in biological materials, J. Pharmacol. and Exper. Therap. 109: 346 (Nov.) 
1953. 

310. Burstein, S., Savard, K., and Dorfman, R. I.: The in vivo metabolism of hydrocorti- 
sone, Endocrinology 53: 88 (July) 1953. 

311. Busby, C. L., and others: Development of bleeding gastric ulcer in a child with acute 
rheumatic fever treated with ACTH and cortisone, New Orleans M. and S. J. 104: 
583 (Aug.) 1952. 

312. Butt, W. R., and Marson, F. G. W.: 17-ketosteroid excretion in gout, Brit. M. J. 2: 
1023 (Nov. 8) 1952. 

313. Buzard, J., Bishop, C., and Talbott, J. H.: Recovery in humans of intravenously in- 
jected isotopic uric acid, J. Biol. Chem. 196: 179, 1952. 

314. Byron, C. S., and Orenstein, H. B.: Clinical evaluation of phenylbutazone (Butazoli- 
din), a new antiarthritic agent, New York J. Med. 53: 676 (Mar.) 1953. 

315. Bywaters, E. G. L.: The bearing of recent advances on the etiology and treatment of 
rheumatic fever, Practitioner 166: 14 (Jan.) 1951. 

316. Bywaters, E. G. L.: Comparative therapeutic value of massage with “adrenaline cream” 
and with another cream in conditions associated with deep pain, Ann. Rheumat. Dis. 
10: 359 (Sept.) 1951. 

317. Bywaters, E. G. L.: Aetiological factors in rheumatic heart disease, Brit. M. Bull. 8: 

343, 1952. 


“i 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1127 


318. Bywaters, E. G. L.: Fistulous rheumatism: a manifestation of rheumatoid arthritis, 
Ann. Rheumat. Dis. 12: 114 (June) 1953. 

. Bywaters, E. G. L., and Dixon, A. St. J.: The effect of corticotrophin in rheumatic 
fever, Quart. J. Med. 21: 307 (July) 1952. 

. Bywaters, E. G. L., Holborow, E. J., and Keech, M. K.: Reconstitution of the dermal 
barrier to dye spread after hyaluronidase injection, Brit. M. J. 2: 1178 (Nov. 17) 
1951. 

. Caccamo, L. P., and Strutner, L. A.: Sickle cell anemia simulating rheumatic fever in 
the white race, Ohio State M. J. 47: 121 (Feb.) 1951. 

. Cajander, B.: Observations on a cortisone-like effect on injection of desoxycorticoste- 
ronacetate (DOCA) in combination with ascorbic acid in rheumatic diseases, Acta 
med. Scandinav. 142: 53, 1953. 

. Caldwell, G. A.: Office orthopedics, South. M. J. 46: 184 (Feb.) 1953. 

. Campbell, E. H., Jr., and Whitfield, R. D.: Tumors of the spine and spinal cord— 
with a discussion of the diagnostic significance of back pain, J. Kansas M. Soe. 
(Supp.) 52: 40A (Sept.) 1951. 

. Canadian Arthritis and Rheumatism Society: Mobile physiotherapy service; aid to the 
family doctor, Canad. M. A. J. 67: 472 (Nov.) 1952. 

. Cape, R. D. T., Thomas, J. W., and Palmer, R. A.: The effect of adrenal steroids on 
eosinophils, Canad. M. A. J. 66: 411 (May) 1952. 

. Capener, N.: Acute osteomyelitis and septic arthritis, Brit. M. J. 2: 1251, 1952. 

. Caplan, A.: Certain unusual radiological appearances in the chest of coal-miners suffer- 
ing from rheumatoid arthritis, Thorax 8: 29 (Mar.) 1953. 

. Carnesale, P. L., and Garry, M. W.: The orthopedic management of arthritis, Am. 
Pract. and Digest Treat. 2: 840 (Oct.) 1951. 

. Carr, D. T.: Symposium on the treatment of certain types of extrapulmonary tubercu- 
losis, Proc. Staff Meet., Mayo Clin. 28: 369 (July 15) 1953. 

31. Carrick, L., and Vonder Heide, E. C.: Periarteritis nodosa; report on a patient treated 
with para-aminosalicylic acid, Arch. Dermat. and Syph. 64: 359 (Sept.) 1951. 

. Carroll, K. K., McAlpine, H. T., and Noble, R. L.: Studies on the excretion of cor- 
tisone and compound F using the Porter-Silber method, Canad. M. A. J. 65: 363 
(Oct.) 1951; correction 66: 316 (Apr.) 1952. 

33. Carstensen, H., and Linderholm, H.: The effect of adrenocorticotrophic hormone on 
dermal spread, Acta endocrinol. 9: 6, 1952. 

34. Castleden, L. I. M., Hamilton-Paterson, J. L., and Rosser, E. ap I.: Acute rheumatism 
in pregnancy, J. Obst. and Gynaec. Brit. Emp. 58: 253 (Apr.) 1951. 

. Castor, C. W., Baker, B. L., Ingle, D. J., and Li, C. H.: Effect of treatment with 
ACTH or cortisone on anatomy of the brain, Proc. Soc. Exper. Biol. and Med. 76: 
353 (Feb.) 1951. 

. Catchpole, H. R., Joseph, N. R., and Engel, M. B.: The action of relaxin on the pubic 
symphysis of the guinea-pig, studied electrometrically, J. Endocrinol. 8: 377 (Oct.) 
1952. 

. Catto, M., Smith, G., and Taylor, W. A.: Rheumatic lesions in surgically removed 
auricles, J. Path. and Bact. 64: 673, 1952. 

. Caughey, J. E., and McCoy, J. E.: Addison’s disease with associated polyarthritis; an 
aetiological study of the arthritis syndrome, Brit. M. J. 2: 1189 (Nov. 17) 1951. 

. Caughey, J. E., and Richardson, W.: Acrosclerosis; with a report of a case treated 
with cortisone, New Zealand M. J. 51: 227 (Aug.) 1952. 

. Cave, E. F.: Symposium on minor surgery; nonbony injuries to the knee, S. Clin. 
North America 31: 1355 (Oct.) 1951. 

. Cecil, R. L.: Differential diagnosis of the major types of arthritic disease, Bull. Rheu- 
mat. Dis. 1: 7 (Dec.) 1950. 

. Cecil, R. L.: Chronic arthritis of senescence, Geriatrics 6: 179 (May) 1951. 


‘ 

ii 

q 

og 


351. 


352. 


353. 


354. 


355. 


356. 


357. 


358. 


365. 


343. 


344. 


345. 


346. 


347. 


348. 


349. 


350. 


1128 WILLIAM D. ROBINSON ET AL. December 1956 


Cecil, R. L. (Editorial) : Non-articular forms of rheumatic disease, Postgrad. Med. 
12: 378, 1952. 

Cecil, R. L., and Kammerer, W. H.: Rheumatoid arthritis in the aged, Am. J. Med. 
10: 439 (Apr.) 1951. 

Ceresa, F., and Reyneri, C.: Adrenocorticotrophic activity of the plasma in subjects 
suffering from rheumatoid arthritis, Acta endocrinol. 12: 85, 1953. 

Cervini, C., Cerimele, E., and Luca, S.: Cortisone and heparin, Ann. Rheumat. Dis. 
12: 140 (June) 1953. 

Chamberlain, E. N., Hay, J. D., and Freeman, D. M.: Cortisone in rheumatic carditis ; 
some preliminary observations, Brit. M. J. 1: 1145, 1952. 

Chancey, R. L.: Intravenous use of ACTH in rheumatic pneumonitis, U. S. Armed 
Forces M. J. 4: 1129, 1953. 

Chapchal, G.: Operative treatment of osteoarthritis of the hip joint, J. Internat. Coll. 
Surgeons 16: 309 (Sept.) 1951. 

Chaplin, H., Jr., Clark, L. D., and Ropes, M. W.: Vitamin D intoxication, Am. J. M. 
Sc. 221: 369 (Apr.) 1951. 

Charet, R., and Siegel, I.: Unusual reaction following use of phenylbutazone (Buta- 
zolidin), J. A. M. A. 151: 556 (Feb. 14) 1953. 

Charnley, J.: Orthopaedic signs in the diagnosis of disc protrusion with special refer- 
ence to the straight-leg raising test, Lancet 1: 186 (Jan. 27) 1951. 

Chase, J. D., and Lightbody, J. J.: The use of massive-dose cortisone in the treatment 
of rheumatoid arthritis, J. Michigan M. Soc. 51: 1167, 1952. 

Chaudhuri, S. N., and Martin, S. P.: The migration and oxidation-reduction activity 
of leukocytes from patients with acute disseminated lupus erythematosus, J. Lab. 
and Clin. Med. 41: 108, 1953. 

Chauncey, H., Lionetti, F., and Lisanti, V.: Hydrolytic enzymes in hyaluronidase prep- 
arations, Science 118: 219, 1953. 

Chitwood, W. R.: The shoulder-hand syndrome complicating myocardial infarction, 
South. M. J. 44: 72 (Jan.) 1951. 


356.(a) Chomet, B., Kirshen, M. M., Schaefer, G., and Mudrik, P.: The finding of the L. E. 


(lupus erythematosus) cells in smears of untreated, freshly drawn peripheral blood, 
Blood 8: 1107 (Dec.) 1953. 

Christensen, L.: The pathology of collagen disease applied to the eye, Tr. Am. Acad. 
Ophth. 55: 536 (May) 1951. 

Christensen, W. R., Liebman, C., and Sosman, M. C.: Skeletal and periarticular 
manifestations of hypervitaminosis D, Am. J. Roentgenol. 65: 27 (Jan.) 1951. 


. Christman, A. A.: Purine and pyrimidine metabolism, Physiol. Rev. 32: 303 (July) 


1952. 


. Churg, J., and Strauss, L.: Allergic granulomatosis, allergic angiitis, and periarteritis 


nodosa, Am. J. Path. 27: 277 (Mar.) 1951. 


. Claesson, V., and Lindquist, B.: Use of hyaluronidase in scleroderma, Acta pediat. 


42: 278, 1953. 


. Clark, C. J. M.: Psychological factors and pain in the assessment of rheumatoid ther- 


apy, Ann. Rheumat. Dis. 10: 105 (June) 1951. 


. Clark, L. D., Bauer, W., and Cobb, S.: Preliminary observations on mental disturb- 


ances occurring in patients under therapy with cortisone and ACTH, New England 
J. Med. 246: 205 (Feb. 7) 1952. 


. Clark, L. D., Quarton, G. C., Cobb, S., and Bauer, W.: Further observations on men- 


tal disturbances associated with cortisone and ACTH therapy, New England J. 
Med. 249: 178 (July 30) 1953. 

Clark, W. S., Blais, J. A., and Bauer, W.: Observations concerning the clinical and 
metabolic effects of corticosterone (compound B) in rheumatoid arthritis, J. Clin. 
Investigation 32: 769 (Aug.) 1953. 


|| 
|| 
= 
Zz 
|| 
|| 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1129 


366. Ciark, W. S., Tonning, H. O., Blais, J. A., and Bauer, W.: Effects of some 11- 
desoxysteroids in rheumatoid arthritis, Ann. Rheumat. Dis. 10: 487 (Dec.) 1951. 

367. Clark, W. S., Tonning, H. O., Kulka, J. P., and Bauer, W.: Observations on the use 
of cortisone and ACTH in rheumatoid arthritis, New England J. Med. 249: 635 
(Oct. 15) 1953. 

. Clayton, B. E., Hardisty, R. M., and Pinniger, J. L.: Studies on antibody formation to 
ACTH in man, J. Endocrinol. 8: 56 (Jan.) 1952. 

. Clayton, B. E., and Prunty, F. T. G.: Physiological factors affecting the response of 
experimental wound healing to ACTH, J. Endocrinol. 7: 362 (Oct.) 1951. 

. Cleveland, M., Manning, J. G., and Stewart, W. J.: Care of battle casualties and in- 
juries involving bones and joints, J. Bone and Joint Surg. 33A: 517 (Apr.) 1951. 

. Clinicopathologic conference: Chronic rheumatoid arthritis complicated by amyloid dis- 
ease, Wisconsin M. J. 51: 276 (Mar.) 1952. 

. Clinicopathological conference, John Gaston Hospital: Gout, J. Tennessee M. A. 45: 
280, 1952. 

. Clinicopathological conference: Polyarteritis nodosa involving the kidneys, intestine, 
testicle and periadrenal fat, New England J. Med. 247: 292, 1952. 

. Clinicopathologic conference: Scleroderma with congestive heart failure, Am. J. Med. 
14: 231 (Feb.) 1953. 

. Clinicopathological conference: Periarteritis nodosa, New England J. Med. 248: 609, 
1953. 

. Cloward, R. B.: Anterior herniation of a ruptured lumbar intervertebral disk; com- 
ments on the diagnostic value of the diskogram, Arch. Surg. 64: 457 (Apr.) 1952. 
oward, R. B.: Recent improvements in the surgical treatment of low back pain due 
to ruptured lumbar intervertebral discs, Hawaii M. J. 11: 279 (May) 1952. 

. Cloward, R. B.: Changes in the vertebra caused by ruptured intervertebral discs; ob- 
servations on their formation and treatment, Am. J. Surg. 84: 151 (Aug.) 1952. 

. Cloward, R. B.: The treatment of ruptured lumbar intervertebral discs; criteria for 
spinal fusion, Am. J. Surg. 86: 145, 1953. 

. Cloward, R. B., and Buzaid, L. L.: Discography: technique, indications and evaluation 
of the normal and abnormal intervertebral disc, Am. J. Roentgenol. 68: 552, 1952. 

. Cobb, S., Anderson, F., and Bauer, W.: Length of life and cause of death in rheuma- 
toid arthritis, New England J. Med. 249: 553 (Oct. 1) 1953. 

. Coburn, A. F., Moore, L. V., and Haninger, J.: Serum diphenylamine reaction in 
rheumatic fever, Arch. Int. Med. 92: 185, 1953. 

. Cochran, J. B.: The anaemia of rheumatic fever, Brit. M. J. 2: 637 (Sept. 15) 1951. 

. Cochrane, J. B., Watson, R. D., and Reid, J.: Mild Cushing’s syndrome due to aspirin, 
Brit. M. J. 2: 1411 (Dec. 23) 1950. 

. Cohen, A.: The treatment of rheumatoid arthritis and allied conditions with the 
cholinergic drugs, Rheumatism 9: 7 (Jan.) 1953. 

. Cohen, A., Rose, I., and Cooper, E.: Nitrogen mustard in treatment of rheumatoid 
arthritis, J. A. M. A. 152: 402 (May 30) 1953. 

. Cohen, A. M.: Two cases of polyarteritis nodosa with uremia, Brit. M. J. 2: 262, 1953. 

. Cohen, H.: The rheumatic diseases, J. Roy. San. Inst. 71: 296 (July) 1951. 

. Cohen, H.: Presidential address, April 6, 1951: The diagnostic significance of pain, 
Ann. Rheumat. Dis. 10: 221 (Sept.) 1951. 

. Cohen, H.: The concept of collagen disease, Brit. J. Phys. Med. 16: 169 (Aug.) 1953. 

. Cohen, H., and Cadman, E. F. B.: The natural history of lupus erythematosus and its 
modification by cortisone and corticotropin, Lancet 2: 306, 1953. 

. Cohen, S. G., and Moses, C.: Effect of cortisone on experimental production of ar- 
teritis by passive sensitization, J. Lab. and Clin. Med. 37: 764 (May) 1951. 

. Colcher, A. E., and Hursh, A. M. W.: Pre-employment low-back x-ray survey; a re- 
view of 1500 cases, Indust. Med. and Surg. 21: 319 (July) 1952. 


4 


1130 WILLIAM D. ROBINSON ET AL. December 1956 


394. 


395. 


396. 


414. 


416. 


417. 
418. 


Cole, J. W., Cebul, F. A., and Holden, W. D.: Relationship of the liver to the serum 
non-specific hyaluronidase inhibitor, Surgery 32: 828 (Nov.) 1952. 

Cole, J. W., and Holden, W. D.: Effect of cortisone on serum nonspecific hyaluroni- 
dase inhibitor following surgical trauma, Proc. Soc. Exper. Biol. and Med. 77: 363 
(June) 1951. 

Cole, J. W., Orbison, J. L., Holden, W. D., Hancock, T. J., and Lindsay, J. F.: A 
histological study of the effect of cortisone on wounds healing per primam; an ex- 
perimental study, Surg., Gynec. and Obst. 93: 321 (Sept.) 1951. 


. Cole, L. R.: Periarteritis nodosa: report of case with characteristic urinary sediment, 


J. A. M. A. 149: 1649 (Aug. 30) 1952. 


. Cole, W. R.: Sarcoidosis with extensive bone changes; case reports, Brit. J. Radiol. 


24: 405 (July) 1951. 


. Cole, W. R.: Calcinosis: a general review and discussion of its relationship to Ray- 


naud’s disease and scleroderma, Guy’s Hosp. Rep. 102: 56, 1953. 


. Coleman, G. H.: Present status of concept of focal infection, J. A. M. A. 151: 280 


(Jan. 24) 1953. 


. Coleman, J. M., and Lowry, F. C.: Acute purulent arthritis (B. pyocyaneus) in a pre- 


mature infant; recovery with streptomycin, Pediatrics 7: 347 (Mar.) 1951. 


. Collins, D. H.: The pathogenesis of gout and gouty arthritis, Proc. Roy. Soc. Med. 


44: 288 (Apr.) 1951. 


. Collins, D. H.: Haemosiderosis and haemochromatosis of synovial tissues, J. Bone and 


Joint Surg. 33B: 436 (Aug.) 1951. 


. Collins, D. H.: Osteoarthritis, J. Bone and Joint Surg. 35B: 518 (Nov.) 1953. 
. Coltart, W. D.: Refresher course for general practitioners; “sprained ankle,” “Brit. M. 


J. 2: 957 (Oct. 20) 1951. 


. Coltart, W. D.: Choice of operation in chronic arthritis of the hip, Ann. Rheumat. Dis. 


12: 198 (Sept.) 1953. 


. Colvin, G.: Orthopedic aspects of rheumatoid arthritis, M. J. Australia 2: 585 (Nov. 


3) 1951. 


. Committee of the American Rheumatism Association: Primer on the rheumatic dis- 


eases, J. A. M. A. 152: 323 (May 23): 405 (May 30); 552 (June 6) 1953. 


. Committee of the Royal College of Physicians: Treatment of chronic rheumatism, 


Lancet 2: 219 (Aug. 4) 1951. 


. Committee on Prevention of Rheumatic Fever: The prevention of rheumatic fever, J. 


Pediat. 42: 511, 1953. 


. Compere, E. L.: The neck, shoulder, and arm syndrome, New Orleans M. and S. J. 


104: 473 (June) 1952. 


. Compere, E. L.: Surgical treatment of osteoarthritis of the hip, Postgrad. Med. 13: 


495, 1953. 


. Conley, C. L.: Editorial: Disorders of the blood in disseminated lupus erythematosus, 


Am. J. Med. 13: 1 (July) 1952. 
Conn, J. W.: Concluding comments, in Symposium on steroids in experimental and 
clinical practice, edited by A. White, 1951, The Blakiston Co., Philadelphia, p. 343. 


. Conn, J. W., Fajans, S. S., and Louis, L. H.: Metabolic effects in man of orally and 


parenterally administered corticosterone (compound B), Tr. A. Am. Physicians 64: 
269, 1951. 

Conn, J. W., Louis, L. H., Fajans, S. S., Johnson, B. J., Barrott, G. W., Hogg, L. W., 
Blood, J. P., and Weiss, M.: Metabolic effects in man of orally and parenterally 
administered Compound F (17-hydroxycorticosterone) and Compound F acetate, 
J. Lab. and Clin. Med. 38: 799, 1951. 

Conner, S. K.: Rheumatoid spondylitis, Arizona Med. 8: 33 (June) 1951. 

Connor, A., and Yoshina, T.: Rheumatic fever in Hawaii, Hawaii M. J. 10: 181 
(Jan.) 1951. 


| 
| 
404 
| 


442. 


443. 


419. 


420. 


421. 


422. 


423. 


424, 


425. 


426. 


427. 
428. 


429. 


430. 


431. 


432. 


433. 


434. 


435. 


436. 


437. 


438. 


439, 


440. 


441. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1131 


Consden, R., Forbes, H. A. W., Glynn, L. E., and Stanier, W. M.: Observations on 
the oxidation of homogentisic acid in urine, Biochem. J. 50: 274 (Nov.) 1951. 

Consden, R., Glynn, L. E., and Stanier, W. M.: A chemical examination of connective 
tissue in rheumatic fever, Biochem. J. 55: 248 (Sept.) 1953. 

Conybeare, E. T.: Acute rheumatism and rheumatic heart disease, J. Roy. San. Inst. 
71: 300 (July) 1951. 

Conzett, D. C.: Malignant synovioma of the ankle, Am. J. Surg. 85: 350 (Mar.) 1953. 

Coon, W. W., and Upton, A. C.: Histochemical studies of wound healing in scurvy; 
effects of adrenocorticotrophic hormone (ACTH) and cortisone im Surgical Forum, 
American College Surgeons, 1952, W. B. Saunders Co., Philadelphia, p. 493. 

Cope, C. B., and Kassander, P.: Cortisone in ochronotic arthritis, J. A. M. A. 150: 
997, 1952. 

Cope, C. L.: Cortisone and ACTH, Brit. M. J. 2: 271 (Aug. 1); 2: 332 (Aug. 8) 
1953. 

Cope, V. Z.: Actinomycosis of bone with special reference to infection of the vertebral 
column, J. Bone and Joint Surg. 33B: 205 (May) 1951. 

Copeman, W. S. C.: Rheumatoid arthritis, Brit. M. J. 1: 1185, 1952. 

Copeman, W. S. C.: The rehabilitation of the chronic arthritic patient, Physiotherapy 
38: 175 (Oct.) 1952. 

Copeman, W. S. C.: Rheumatism research; a retrospect, Med. Illust. (London) 7: 
318 (May) 1953. 

Copeman, W. S. C., and Mason, R. M.: Rheumatology; cortisone and ACTH, in 

British encyclopaedia of medical practice, 1952, Butterworth and Co., London. 


430.(a) Copeman, W. S. C., and Mason, R. M.: The medical treatment of chronic backache, 


M. Press 228: 292 (Sept. 24) 1952. 

Copeman, W. S. C., and Savage, O.: Cortisone in rheumatoid arthritis, Lancet 2: 831 
(Oct. 17) 1953. 

Copeman, W. S. C., Savage, O., Bishop, P. M. F., Dodds, E. C., Kellie, A. E., Stewart, 
J. W., Glyn, J. H. H., Henly, A. A., and Tweed, J. M.: Observations on prolonged 
cortisone administration in rheumatoid arthritis, Brit. M. J. 1: 397 (Feb. 23) 1952. 

Coplans, C. W.: Lumbar intervertebral disc herniation; a method of conservative treat- 
ment, South African M. J. 27: 182, 1953. 

Cornbleet, T., and Flood, F.: “L. E.” cell phenomenon and in vitro cortisone, Urol. and 
Cutan. Rev. 55: 208 (Apr.) 1951. 

Corner, B. D.: Reiter’s syndrome in childhood, Arch. Dis, Childhood 25: 398 (Dec.) 
1950. 

Cosgriff, S. W.: Thromboembolic complications associated with ACTH and cortisone 
therapy, J. A. M. A. 147: 924, 1951. 

Cosgriff, S. W., Diefenbach, A. F., and Vogt, W., Jr.: Hypercoagulability of blood as- 
sociated with ACTH and cortisone therapy, Am. J. Med. 9: 752 (Dec.) 1950. 

Coss, J. A.: Medical treatment and rehabilitation techniques in rheumatoid arthritis, 
M. Clin. North America 37: 815 (May) 1953. 

Cottel, C. E.: Dermatomyositis and malignant neoplasm, Am. J. M. Sc. 224: 160 
(Aug.) 1952. 

Coulter, J. E.: Rheumatic fever and streptococcal illness in two communities in New 
York State, Milbank Mem. Fund Quart. 30: 341 (Oct.) 1952. 

Cowan, I. I., and Stone, J. R.: Painful periarticular calcifications at wrist and elbow; 
diagnosis and treatment, J. A. M. A. 149: 530, 1952. 

Cozen, L.: Osteochondrodystrophy (Morquio’s disease); report of a case in which 
surgical exploration of the knee was required, Ann. West. Med. and Surg. 5: 207 
(Mar.) 1951. 

Cozen, L., and Waxman, A.: Baseball or mallet finger, Ann. West. Med. and Surg. 

6: 154 (Mar.) 1952. 


{ 
| 
| 
|| 
|| 
|| 
|| 


1132 WILLIAM D. ROBINSON ET AL. December 1956 


444. Craig, W. M., Svien, H. J., Dodge, H. W., Jr., and Camp, J. D.: Intraspinal lesions 
masquerading as protruded lumbar intervertebral disks, J. A. M. A. 149: 250, 1952. 

445. Crain, D. C.: Calcium succinate with aspirin as an antirheumatic agent, Ann. Rheumat. 
Dis. 10: 121 (June) 1951. 

446. Crain, D. C.: The painful shoulder: homitis, GP 6: 35 (Oct.) 1952. 

447. Crain, R. C.: Painful shoulder due to calcareous tendinitis, Illinois M. J. 100: 133 
(Aug.) 1951. 

448. Cram, R. H.: Diabetic arthropathy, S. Clin. North America 33: 1759, 1953. 

449. Cram, R. H.: A sign of sciatic nerve root pressure, J. Bone and Joint Surg. 35B: 192 
(May) 1953. 

450. Crampton, R. F.: Malignant synovioma of the hand, Brit. J. Plast. Surg. 4: 56 (Apr.) 
1951. 

451. Crawley, F. E.: Erythema nodosum as initial manifestation of Boeck’s sarcoidosis, 
Brit. M. J. 2: 1362, 1950. 

452. Crenshaw, A. H., and Hamilton, J. F.: Rheumatoid spondylitis, South. M. J. 45: 1055 
(Nov.) 1952. 

453. Crichton, E., and Hamman, H. A.: Typhoid osteomyelitis of spine treated with chlor- 
amphenicol, Canad. M. A. J. 69: 529, 1953. 

454. Criep, L. H., Weigler, R. R., and Mayer, L. D.: Effect of adrenal cortex in allergy; 
effect on experimental hypersensitivity, J. Allergy 23: 541 (Nov.) 1952. 

455. Cronheim, G., King, J. S., Jr., and Hyder, N.: Effect of salicylic acid and similar 
compounds on the adrenal-pituitary system, Proc. Soc. Exper. Biol. and Med. 80: 
51 (May) 1952. 

456. Cruickshank, A. H., and Mitchell, G. W., Jr.: Myocardial, hepatic and renal damage 
resulting from para-aminobenzoic acid therapy; observations in human cases and 
experimental animals, Bull. Johns Hopkins Hosp. 88: 211 (Mar.) 1951. 

457. Cruickshank, B.: Histopathology of diarthrodial joints in ankylosing spondylitis, Ann. 
Rheumat. Dis. 10: 393 (Dec.) 1951. 

458. Cruickshank, B.: Focal lesions in skeletal muscles and peripheral nerves in rheumatoid 
arthritis and other conditions, J. Path. and Bact. 64: 21, 1952. 

459. Cruickshank, B.: Interpretation of multiple biopsies of synovial tissue in rheumatic 
diseases, Ann. Rheumat. Dis. 11: 137 (June) 1952. 

460. Cruickshank, E. K.: Hyperpyrexia with cerebellar damage in acute rheumatism, 
Lancet 1: 1052 (May 12) 1951. 

461. Crutchneld, W. G.: Upper extremity pain, with particular reference to the diagnosis 
and treatment of lesions in the region of the intervertebral foramina of the cervical 
spine, and in the supraclavicular fossa, J. Kentucky M. A. 50: 468, 1952. 

462. Cudkowicz, L., and Jacobs, J. H.: Phenylbutazone (Butazolidin) in the treatment of 
chronic arthritis, Lancet 1: 223 (Jan. 31) 1953. 

463. Cullinan, J. F.: A new and conservative approach to the management of uncomplicated 
subdeltoid bursitis, Am. Pract. and Digest Treat. 3: 998, 1952. 

464. Curr, J. F.: Synovial osteochondromatosis and its relationship to the chronic rheumatic 
diseases of the large joints, Rheumatism 7: 209 (Jan.) 1951. 

465. Currie, J. J.: Treatment of rheumatoid arthritis with Butazolidin, Lancet 2: 15, 1952. 

466. Currie, J. P., Peebles-Brown, R. A., and Will, G.: Observations on the treatment of 
rheumatoid arthritis with Butazolidin, Ann. Rheumat. Dis. 12: 88 (June) 1953. 

467. Curtis, A. C., Blaylock, H. C., and Harrell, E. R., Jr.: Malignant lesions associated 
with dermatomyositis, J. A. M. A. 150: 844, 1952. 

468. Cutler, M.: Cortisone dosage in Sydenham’s chorea, J. M. Soc. New Jersey 48: 266 
(June) 1951. 

469. Cyriax, J.: Thoracic disc lesions, St. Thomas’s Reports (London) 6: 171, 1950. 

470. Cyriax, J.: The treatment of lumbar disk lesions, Brit. M. J. 2: 1434 (Dec. 23) 1950. 

, Cyriax, J.: The treatment of lumbar disc-lesions, Post-Grad. M. J. 29: 5, 1953. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1133 


472. 
473. 


474. 


475. 
476. 


Cyriax, J., and Gould, J.: Pain in the trunk, Brit. M. J. 1: 1077 (May 16) 1953. 

Dacso, M. M., and Rusk, H. A.: Rehabilitation of the chronic arthritides, Rheumatism 
7: 6 (Apr.) 1951. 

Dalgaard, O. Z.: An investigation of combined treatment with ACTH and para- 
aminobenzoic acid in rheumatoid arthritis, Acta endocrinol. 13: 39, 1953. 

Dalgleish, P. G.: Polyarteritis nodosa after thiouracil, Lancet 2: 319 (Aug. 16) 1952. 

Dalgleish, P. G.: Tuberculous rheumatism; report of a case, Ann. Rheumat. Dis. 11: 
222 (Sept.) 1952. 


. Dalmain, W. A.: Osteochondromatosis of the hip joint, Connecticut M. J. 16: 258 


(Apr.) 1952. 


. Dalrymple-Champneys, W.: An epidemiologist’s reflections on some laboratory tests 


in brucellosis, Am, J. Pub. Health 41: 152 (Feb.) 1951. 


. Dameshek, W., and Rosenthal, M. C.: Symposium on specific methods of treatment; 


the treatment of acquired hemolytic anemia; with a note on the relationship of peri- 
arteritis nodosa to hemolytic anemia, M. Clin. North America 35: 1423 (Sept.) 1951. 


. Danbolt, N.: On the skin test with sarcoid-tissue-suspension (Kveim’s reaction), Acta 


dermat.-venereol. 31: 184, 1951. 


. Davidson, A. G., Fox, L., and Gold, J. J.: Appearance of miliary tuberculosis follow- 


ing therapy with ACTH and cortisone of a case of acute disseminated lupus erythe- 
matosus, Ann. Int. Med. 38: 852 (Apr.) 1953. 


. Davies, H. R., Barter, R. W., Gee, A., and Hirson, C.: Observations on the use of 


Butazolidin in arthritis, Brit. M. J. 2: 1392 (Dec. 27) 1952. 


. Davies, J. B. M., and Warin, J. F.: An epidemic of Bornholm disease; preliminary re- 


port, Brit. M. J. 2: 948 (Oct. 20) 1951. 


. Davies, J. J., and Peirce, E. C.: Discography in the diagnosis of herniation of lower 


lumbar intervertebral discs, Illinois M. J. 104: 118, 1953. 


. Davis, C. H., Jr., Odom, G. L., and Woodhall, B.: Survey of ruptured intervertebral 


disks in the cervical region, North Carolina M. J. 14: 61 (Feb.) 1953. 


. Davis, F. W., Jr., and Markley, H. E.: Rheumatoid arthritis with death from medul- 


lary compression, Ann. Int. Med. 35: 451 (Aug.) 1951. 


. Davis, J. S., Jr., and Bartfeld, H.: 2l-acetoxypregnenolone in the treatment of rheu- 


matoid arthritis, New York J. Med. 51: 1832 (Aug.) 1951. 


. Davis, J. S., Jr., and Bartfeld, H.: Steroid hormones and rheumatism; report of two 


cases of rheumatoid arthritis, Virginia M. Monthly 79: 367 (July) 1952. 


. Davis, M. W., and Crotty, R. Q.: Sarcoidosis associated with polyarthritis, Ann. Int. 


Med. 36: 1098 (Apr.) 1952. 


. Davis, M. W., and Gutridge, G. H.: Disseminated lupus erythematosus in identical 


twin sisters associated with diabetes mellitus in one case, J. Missouri M. A. 48: 


446 (June) 1951. 


. Davis, T. A., and Zeller, M.: Multiple peptic ulcers with massive hemorrhage during 


oral cortisone therapy; report of a case, J. A. M. A. 150: 31 (Sept. 6) 1953. 


. Davison, A. M.: Tendinitis (bursitis) in the shoulder, J. Arkansas M. Soc. 48: 276 


(Apr.) 1952. 


. Davison, S.: Experiences in the treatment of rheumatoid arthritis with cortisone, New 


York J. Med. 51: 2393 (Oct.) 1951. 


. Davison, S.: Palindromic rheumatism, New York J. Med. 51: 2783 (Dec.) 1951. 
. Davison, S.: The treatment of degenerative joint disease (osteoarthritis) by the intra- 


articular instillation of hydrocortisone (Compound F), New York J. Med. 53: 975 
(Apr.) 1953. 


. Davison, S., and Wolf, M.: Palliative treatment of osteoarthritis (degenerative joint 


disease) by the intra-arterial injection of Priscoline, New York J. Med. 52: 2025 
(Aug.) 1952. 


| 
se 
77 
4 
: 
( 
488 
495 
496 


497. 


498. 


499. 


500. 


1134 


509. 


520. 


WILLIAM D. ROBINSON ET AL. December 1956 


Dawson, J. E., and Salt, H. B.: Creatine metabolism in arthritis, Ann. Rheumat. Dis: 
11: 23 (Mar.) 1952. 

Day, T. D.: The permeability of interstitial connective tissue and the nature of the 
inter-fibrillary substance, J. Physiol. 117: 1 (May) 1952. 

de Andino, A. M., Jr., Divero-Fontan, J. L., and Paschkis, K. E.: Effects of oral and 
intrasplenic administration of cortisone, Proc. Soc. Exper. Biol. and Med. 77: 700 
(Aug.) 1951. 

Deane, N., Ziff, M., and Bunim, J. J.: Effects of corticotropin on body water and 
electrolytes in patients with rheumatic diseases, J. Clin. Investigation 32: 879 


(Sept.) 1953. 


. Decker, H. G., and Brennan, J. E.: A review of 50 operated cases of protruded or rup- 


tured intervertebral discs in the lumbar areas, J. lowa M. Soc. 41: 215 (June) 1951. 


. Delario, A. J.: Roentgen treatment of bursitis, Mississippi Valley M. J. 74: 185 


(Nov.) 1952. 


. Demartini, F., Grokoest, A. W., and Ragan, C.: Pathological fractures in patients 


with rheumatoid arthritis treated with cortisone, J. A. M. A. 149: 750, 1952. 


. Dent, J. H., Strange, J. E., Sako, W., and York, D. J.: Pariarteritis nodosa; report of 


a case of apparent recovery in a nine-year-old boy during cortisone therapy, Am. J. 
Dis. Child. 85: 556 (May) 1953. 


. DePalma, A. F.: Accurate diagnosis in lesions of the shoulder and knee joint, S. Clin. 


North America 32: 1761 (Dec.) 1952. 


. DePalma, A. F.: Frozen shoulder, American Academy of Orthopaedic Surgeons, In- 


structional Course Lectures, IX, 1952. 


. DePalma, A. F.: Frozen shoulder, S. Clin. North America 33: 1711 (Dec.) 1953. 
. DePalma, A. F., Callery, G., and Bennett, G. A.: Variational anatomy and degenera- 


tive lesions of the shoulder joint, American Academy of Orthopaedic Surgeons, 
Instructional Course Lectures, VI, 1949. 

DePalma, A. F., White, J. B., and Callery, G.: Degenerative lesions of the shoulder 
joint at various age groups which are compatible with good function, American 
Academy of Orthopaedic Surgeons, Instructional Course Lectures, VII, 1950. 


. Derham, R. J., and Rogerson, M. M.: The Schonlein-Henoch syndrome and collagen 


disease, Arch. Dis. Childhood 27: 139 (Apr.) 1952. 


. Deroy, M. S., and Fisher, H.: The treatment of tuberculous bone disease by surgical 


drainage combined with streptomycin, J. Bone and Joint Surg. 34A: 299 (Apr.) 
1952. 


. Derrick, E. H., and Brown, H. E.: A survey of human brucellosis in Queensland, M. J. 


Australia 2: 709 (Nov. 11) 1950. 


. de Sausa, A., and Chaves, J. P.: Calcinosis; report of two cases, J. Bone and Joint 


Surg. 35B: 423 (Aug.) 1953. 


. Desmarais, M. H. L.: Value of intra-articular injection in osteo-arthritis; a con- 


trolled series, Ann. Rheumat. Dis. 11: 277 (Dec.) 1952. 


. Desmarais, M. H. L.: Radiotherapy in arthritis, Ann. Rheumat. Dis. 12: 25 (Mar.) 


1953. 


. De Vries, S.: Retinopathy in dermatomyositis, Arch. Ophth. 46: 432 (Oct.) 1951. 
. De Zoysa, V. P.: Tropical eosinophilia and its possible relationship to Loeffler’s syn- 


drome and periarteritis nodosa, Ann. Allergy 9: 621 (Sept.) 1951. 


. Dicker, S. E.: The renal effects of urethane and colchicine in adult rats, Brit. J. 


Pharmacol. 6: 169 (June) 1951. 


. Dietz, V. H.: Intracutaneous tests using filtrates prepared from pathologic pulps of 


human teeth, with special reference to rheumatoid arthritis, Oral Surg. 5: 59 
(Jan.) ; 199 (Feb.) ; 315 (Mar.) ; 418 (Apr.) ; 536 (May) 1952. 
Dilling, N. V.: Fatal agranulocytosis and gastric ulceration due to phenylbutazone, 
Lancet 1: 1230 (June 20) 1953. 


SO 2 
SOS 
: 
| 507 
508 
516 
517 
5 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1135 


521. 


522. 


523. 


533. 


534. 
535. 
536. 
537. 
538. 


539. 
540. 


541. 


542. 


Dillon, R. N., and Majnarich, J. J.: Placental extract in treatment of rheumatoid ar- 
thritis, Northwest Med. 50: 677 (Sept.) 1951. 

Dineen, J. K., and Barter, R. A.: Studies on the pathogenicity for adult mice of a virus 
isolated from a case of pleurodynia, Australian J. Exper. Biol. and M. Sc. 31: 337 
1953. 

Dingle, J. H., Rammelkamp, C. H., Jr., and Wannamaker, L. W.: Epidemiology of 
streptococcal infections and their nonsuppurative complications, Lancet 1: 736 (Apr. 


11) 1953. 


. Dingman, R. O.: Supplemental report on meniscectomy in treating lesions of the tem- 


poromandibular joint, J. Oral Surg. 10: 141 (Apr.) 1952. 


. Dingman, R. O., and Moorman, W. C.: Meniscectomy in the treatment of lesions of 


the temporomandibular joint, J. Oral Surg. 9: 214 (July) 1951. 


. Disney, M. E., Howard, E. M., Wood, B. S. B., and Findley, G. M.: Bornholm disease 


in children, Brit. M. J. 1: 1351 (June 20) 1953. 


. Dittmar, F.: Allergic pathogenesis of focal infections in the light of experiments on 


animals, Brit. J. Phys. Med. 16: 4 (Jan.) 1953. 


. Dittrich, R. J.: The lumbo-dorsal fascia and chronic backache, Minnesota Med. 35: 


147 (Feb.) 1952. 


. Dittrich, R. J.: Low back pain—referred pain from deep somatic structure of the back, 


Journal Lancet 73: 63 (Feb.) 1953. 


. Diveley, R. L., and Kiene, R. H.: Injuries to the tarsus bones, Missouri Med. 50: 595 


(Aug.) 1953. 


. Dixon, A. St. J., and Bywaters, E. G. L.: Methods of assessing therapy in chorea with 


special reference to the use of ACTH, Arch. Dis. Childhood 27: 161 (Apr.) 1952. 


. Dixon, A. St. J., and Bywaters, E. G. L.: The effect of intra-articular injection of 


cortisone acetate and of hydrocortisone acetate in rheumatoid arthritis, Clin. Sc. 
12: 15, 1953. 

Dobriner, K.: Adrenal function in rheumatoid arthritis, Bull. Rheumat. Dis. 2: 5 
(Nov.) 1951. 

Dobson, J.: Prognosis in tuberculosis of the hip; an analysis of the results of treat- 
ment and of the factors which influence the end-result, J..Bone and Joint Surg. 33B: 
149 (May) 1951. 

Dodge, H. W., Jr., Svien, H. J.. Camp, J. D., and Craig, W. McK.: Tumors of the 
spinal cord without neurologic manifestations, producing low back and sciatic pain, 
Proc. Staff Meet., Mayo Clin. 26: 88, 1951. 

Dodge, P. R., and Cleve, E. A.: Backache: observations on the diagnosis and manage- 
ment of 122 soldiers with this symptom as their chief complaint, Mil. Surgeon 113: 
376 (Nov.) 1953. 

Doerner, A. A., Naegele, C. F., Regan, F. D., and Cameron, G. F.: Development of 
tuberculous meningitis following cortisone therapy, Am. Rev. Tuberc. 64: 564 
(Nov.) 1951. 

Dolman, C. E., Kerr, D. E., Chang, H., and Shearer, A. R.: Two cases of rat-bite 
fever due to Streptobacillus moniliformis, Canad. J. Pub. Health 42: 228 (June) 
1951. 

Donaldson, L. B.: Lupus erythematosus in pregnancy, West. J. Surg. 60: 579, 1952. 

Donaldson, S. W., Tompsett, A. C., Grekin, R. H., and Curtis, A. C.: Sarcoidosis. 
V. The effects of pregnancy on the course of the disease, Ann. Int. Med. 34: 1213 
(May) 1951. 

Doolan, P. D., Walsh, W. P., Kyle, L. H., and Wishinsky, H.: Acetylsalicylic acid 
intoxication ; a proposed method of treatment, J. A. M. A. 146: 105, 1951. 

Dordick, J. R., Rechtschaffen, J. S., and Alexander, S.: Desoxycorticosterone acetate 
and ascorbic acid in arthritis, New York J. Med. 51: 1413 (June) 1951. 


. Dorfman, A., Apter, N. S., Smull, K., Bergenstal, D. M., and Richter, R. B.: Status 


| ha 
525 
S27 
1 
= 
et 
q 
Zz 


544. 


545. 


546. 


547. 


548. 


549. 


550. 


551. 


552. 


553. 


554. 


555. 


556. 


557. 


558. 


559. 


560. 


561. 


562. 


563. 


564. 


564.(a) Dustan, H. P., Taylor, R. D., Corcoran, A. C., and Page, I. H.: A syndrome 


WILLIAM D. ROBINSON ET AL. December 1956 


epilepticus coincident with use of pituitary adreno-corticotropic hormone; report of 

3 cases, J. A. M. A. 146: 25, 1951. 

Dorfman, A., Smull, K., Bergenstal, D. M., Howard, R., Muller, R., Oleson, D., and 
Senz, F.: Effect of adrenocorticotrophic hormone on rheumatic fever, Pediatrics 8: 
603, 1951. 

Doster, M.: Management of children with heart disease; the Denver Public School 
Health Program, J. School Health 21: 301 (Nov.) 1951. 

Douglas, A. H., and Randel, W. H., Jr.: A case of scleroderma and calcinosis cir- 
cumscripta, New York J. Med. 53: 87 (Jan.) 1953. 

Doust, J. W. L.: Differential tissue and organ anoxia in disease: the measurement of 
periarticular oxygen saturation levels in patients with arthritis, Ann. Rheumat. Dis. 
10: 269 (Sept.) 1951. 

Dowdell, W. F., Solomon, W. M., Stecher, R. M., and Wolpaw, R.: Cortisone in the 
treatment of degenerative joint disease of the hip, Ann. Rheumat. Dis. 11: 168 
(June) 1952. 

Doxiadis, S. A.: Erythema nodosum in children; a review, Medicine 30: 283 (Dec.) 
1951. 

Doyle, J. B., and Cannon, E. F.: Severe polyneuritis following gold therapy for rheu- 
matoid arthritis, Ann. Int. Med. 33: 1468 (Dec.) 1950. 

Dresner, E.: The bone and joint lesions in acute leukaemia and their response to folic 
acid antagonists, Quart. J. Med. 19: 339 (Oct.) 1950. 

Drey, L.: A roentgenographic study of transitory synovitis of the hip joint, Radiology 
60: 588, 1953. 

Driscoll, R. E., and Sass, L. A.: Anaphylaxis from ACTH, Illinois M. J. 99: 91 
(Feb.) 1951. 

Drolet, G. J.: Syphilis and gonorrhea, Am. J. Syph., Gonor. and Ven. Dis. 35: 138 
(Mar.) 1951. 

Dubois, E. L.: Acquired hemolytic anemia as the presenting syndrome of lupus erythe- 
matosus disseminatus, Am. J. Med. 12: 197 (Feb.) 1952. 

Dubois, E. L.: The effect of the L. E. cell test on the clinical picture of systemic lupus 
erythematosus, Ann. Int. Med. 38: 1265 (June) 1953. 

Dubois, E. L.: Simplified method for the L. E. cell test: results of a three-year study 
of seven hundred tests in many disease states, Arch. Int. Med. 92: 168, 1953. 

Dubois, E. L., Commons, R. R., Starr, P., Stein, C. S., Jr., and Morrison, R.: Cortico- 
tropin and cortisone treatment for systemic lupus erythematosus, J. A. M. A. 149: 
995, 1952. 

Duff, I. F., Robinson, W. D., and Wolfson, W.°Q.: Clinical trial of 11-ketoproges- 
terone, J. Michigan M. Soc. 51: 1176 (Sept.) 1952. 

Duffy, D. G., and Bardsley, A.: Diffuse scleroderma, with report of a case showing 
multiple lesions, M. J. Australia 1: 864 (June 16) 1951. 

Dugal, L. P.: Effects of cold, ascorbic acid, and age on “formaldehyde-induced” ar- 
thritis in the white rat, Canad. J. M. Sc. 29: 35 (Apr.) 1951. 

Duke-Elder, S., and Ashton, N.: Action of cortisone on tissue reactions of inflamma- 
tion and repair with special reference to the eye, Brit. J. Ophth. 35: 695 (Nov.) 
1951. 

Duncan, L. E., Jr., Solomon, D. H., Nichols, M. P., and Rosenberg, E., Jr.: Effect of 
chronic administration of adrenal medullary hormones to man on adrenocortical 
function and renal excretion of electrolytes, J. Clia. Investigation 30: 908 (Sept.) 
1951. 

Dunlap, R. W., Jr., and Ivins, J. C.: Unusual lesions of sternum associated with shoul- 
der pain; report of three cases, J. A. M. A. 149: 552, 1952. 


4 
é 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1137 


565. 


566. 
567. 


568. 


569. 
570. 
SZL. 


572. 
573. 


574. 
575: 


576. 
577. 


578. 
579. 
580. 
581. 
582. 
583. 
584. 
585. 
586. 
587. 


588. 


589. 


elicited by prolonged administration of large doses of hydralazine, Clin. Res. Proc. 

2: 14 (Mar.) 1954, 

Duthie, J. J. R.: The fundamental treatment of rheumatoid arthritis, Practitioner 166: 
22 (Jan.) 1951. 

Duthie, J. J. R.: Rheumatic diseases in the U. S. A., Brit. M. J. 1: 341 (Feb. 16) 1952. 

Duthie, J. J. R.: Medical treatment of the rheumatic diseases, J. Bone and Joint Surg. 
34B: 211 (May) 1952. 

Dwyer, A. F.: Sudek‘s atrophy and cortisone, M. J. Australia 2: 265 (Aug. 23) 1952. 

Dykes, J., Segesman, J. K., and Birsner, J. W.: Coccidioidomycosis of bone in chil- 
dren, Am. J. Dis. Child. 85: 34 (Jan.) 1953. 

Dziewiatkowski, D. D.: Isolation of chondroitin sulfate-S* from articular cartilage of 
rats, J. Biol. Chem. 189: 187 (Mar.) 1951. 

Dziewiatkowski, D. D.: Effect of thyroxine and thiouracil on S” deposition in articu- 
lar cartilage, J. Biol. Chem. 189: 717 (Apr.) 1951. 

Dziewiatkowski, D. D.: Radioautographic visualization of sulfur-35 disposition in the 
articular cartilage and bone of suckling rats following injection of labeled sodium 
sulfate, J. Exper. Med. 93: 451 (May) 1951. 

Dziewiatkowski, D. D.: Radioautographic studies of sulfate-sulfur (S*) metabolism in 
the articular cartilage and bone of suckling rats, J. Exper. Med. 95: 489 (May) 
1952. 

Eades, C. H., Jr., and King, J. S., Jr.: Detectable amounts of ACTH in blood follow- 
ing salicylate administration, Endocrinology 52: 594 (May) 1953. 

Eales, L.: Brucella melitensis infection; presenting as an arthritis of the hip joint, 
South African M. J. 25: 143 (Mar.) 1951. 

Ebert, R. H., and Wissler, R. W.: In vivo observations of the effects of cortisone on 
the vascular reaction to large doses of horse serum using the rabbit ear chamber 
technique, J. Lab. and Clin. Med. 38: 497 (Oct.) 1951. 

Ebert, R. H., and Wissler, R. W.: In vivo observations of the vascular reactions to 
large doses of horse serum using the rabbit ear chamber technique, J. Lab. and 
Clin. Med. 38: 511 (Oct.) 1951. 

Edgcumbe, J. O. P., and Husain, O. A. N.: Effects of ACTH and cortisone on the 
anemia of rheumatoid arthritis, Ann. Rheumat. Dis. 11: 257 (Dec.) 1952, 

Edgerley, R. H.: Effect of x-irradiation on connective tissue ground substance, Am. J. 
Physiol. 174: 341, 1953. 

Editorial: Roentgenographic visualization of the intervertebral disc, Am. J. Roent- 
genol. 68: 291 (Aug.) 1951. 

Editorial: Roentgenographic studies of the intervertebral disk, New England J. Med. 
247: 143, 1952. 

Editorial: Collagen disease, J. A. M. A. 150: 220 (Sept. 20) 1952. 

Edlund, T., and Linderholm, H.: The resistance to flow of fluid through synovial 
membrane in hydrops of cardiac origin. The lack of influence of mersalyl, Acta 
physiol. Scandinav. 26: 148, 1952. 

Edstrom, G.: Rheumatoid arthritis and trauma, Acta med. Scandinav. 142: 11, 1952. 

Edstrom, G.: Rehabilitation and treatment by movement of contractures in rheumatoid 
arthritis, Ann. Rheumat. Dis. 11: 196 (Sept.) 1952. 

Edstrom, G.: Report of Secretary General, Ligue Europeene Contre le Rheumatisme— 
1953, Ann. Rheumat. Dis. 12: 355 (Dec.) 1953. 

Edstrom, G., and Thune, S.: Further investigations on pituitary gland implantations in 
rheumatoid arthritis, Ann. Rheumat. Dis. 10: 163 (June) 1951. 

Edwards, D. A. W., and Davis, S.: Primary asymptomatic calcification of articular 
cartilage; report of a case, J. Bone and Joint Surg. 35B: 434 (Aug.) 1953. 

Edwards, E. G.: Transient synovitis of the hip joint in children; report of thirteen 

cases, J. A. M. A. 148: 30, 1952. 


| 
{ 


1138 WILLIAM D. ROBINSON ET AL. December 1956 


590. 


591. 


592. 


593. 


594. 


595. 


596. 


597. 


598. 


608. 


609. 


610. 


Effersge, P.: Effect of adrenocorticotropic hormone and cortisone on serum hexosa- 
mine level in acute disseminated lupus erythematosus, J. Clin. Endocrinol. 11: 39 
(Jan.) 1951. 

Effersge, P.: On the connection between the clinical effect of corticotropin on rheuma- 
toid arthritis and the serum proteins before and during treatment, Acta med. Scan- 
dinav. 144: 7, 1952. 

Effersge, P., and Brgchner-Mortensen, K.: Changes in serum proteins in patients 
with rheumatic fever under treatment with corticotropin, Scandinav. J. Clin. and 
Lab. Invest. 4: 104, 1952. 

Effersge, P., and Brgchner-Mortensen, K.: Changes in serum proteins in patients with 
rheumatic fever under treatment with corticotropin, Acta med. Scandinav. 145: 
115, 1953. 

Ehni, G.: Roentgenographic abnormalities in disease of cervical intervertebral disks; 
report on 23 patients with compression of cervical root, Texas J. Med. 47: 689 
(Oct.) 1951. 

Ehrenreich, T., and Olmstead, E. V.: Malignant hypertension following the adminis- 
tration of cortisone in periarteritis nodosa, Arch. Path. 52: 145 (Aug.) 1951. 

Ehrich, W. E.: Nature of collagen diseases, Am. Heart J. 43: 121 (Jan.) 1952. 

Ehrlich, M. E., Berkowitz, S., Carp, S. G., Soblen, R., and Steinbrocker, O.: The 
effectiveness of hydroxyphenyl cinchoninic acid in rheumatoid arthritis, New York 
J. Med. 52: 227 (Jan.) 1952. 

Ehrlich, M., Carp, S. P., Berkowitz, S. S., Spitzer, N., Silver, M., and Steinbrocker, 
O.: ACTH and cortisone in periarthritis of the shoulder (“frozen shoulder”), Ann. 
Rheumat. Dis. 10: 485 (Dec.) 1951. 


. Eichelberger, L., Brower, T. D., and Roma, M.: Histochemical characterization of in- 


organic constituents, connective tissue and the chondroitin sulfate of extracellular 
and intracellular compartments of hyaline cartilages, Am. J. Physiol. 166: 328 
(Aug.) 1951. 


. Eichelberger, L., Miles, J. S., and Roma, M.: The histochemical characterization of 


articular cartilages of poliomyelitis patients, J. Lab. and Clin. Med. 40: 284 (Aug.) 
1952. 


. Eisaman, J. L., and Schneider, L. A.: Nodular non-suppurative panniculitis (Weber- 


Christian disease), J. A. M. A. 146: 1417, 1951. 


. Ekholm, R.: Articular cartilage nutrition; how radioactive gold reaches the cartilage 


in rabbit knee joints, Acta anat. (Supp. 15) 1, 1951. 


. Ekholm, R., and Norback, B.: On the relationship between articular changes and func- 


tion, Acta orthop. Scandinav. 21: 81 (Dec.) 1951. 


. Elliott, G. B., Wilt, J. C., and Duggan, M.: Cutaneous and systemic North American 


blastomycosis, Canad. M. A. J. 67: 650 (Dec.) 1952. 


. Elliott, J. A., and Mathieson, D. R.: Complement in disseminated (systemic) lupus 


erythematosus, Arch. Dermat. and Syph. 68: 119, 1953. 


. Ellis, F. A., and Bereston, E. S.: Lupus erythematosus associated with pregnancy and 


menopause, Arch. Dermat. and Syph. 65: 170, 1952. 


. Ellman, P., and Cudkowicz, L.: Comparative effects of cortisone, ACTH and DOCA 


in a case of rheumatoid arthritis with Addison’s disease, Ann. Rheumat. Dis. 11: 
225 (Sept.) 1952. 

Ely, R. S., Kelley, V. C., and Raile, R. B.: Studies of 17-hydroxycorticosteroids in 
children. Peripheral blood levels in health and disease, J. Pediat. 42: 38 (Jan.) 
1953. 

Empire Rheumatism Council: Symposium; phenylbutazone, Lancet 2: 1145 (Nov. 28) 
1953. 

Engel, F. L.: The anterior pituitary and adrenal cortex, Ann. Rev. Physiol. 15: 397, 

1953. 


|| 
|| 
|| 
|| 
|__| 
|| 
f 
|__| { 
| 
|| 
|| 
|| 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1139 


611. 


612. 


613. 


Engle, R. L., Jr.: Sarcoid and sarcoid-like granulomas; a study of twenty-seven post- 
mortem examinations, Am. J. Path. 29: 53 (Jan.) 1953. 

Engleman, E. P., Hollister, L., and Kolb, F.: Sequelae of adult rheumatic fever, Ann. 
Rheumat. Dis. 10: 492, 1951. 

Engleman, E. P., Krupp, M. A., Forsham, P., Griffin, A. C., Johnson, H., Green, T., 
and Goldfen, A.: Studies on the effect of phenylbutazone in the treatment of gout, 
Am. J. Med. 15: 414, 1953. 


. Engleman, E. P., Krupp, M. A., Johnson, H. P., Welsh, J. E., Wrenn, H. T., and 


King, W. R.: Adrenocortical function during continuous long term therapy with 
cortisone, Arch. Int. Med. 91: 1 (Jan.) 1953. 


. Engleman, E. P., Kunkel, P., Welsh, J. E., and Molyneaux, M. G.: Experiences with 


cortisone given orally, California Med. 75: 1 (July) 1951. 


. Engstrom, A., Engfeldt, B., and Zetterstrom, R.: Relation between collagen and min- 


eral salts in bone tissue, Experientia 8: 259 (July) 1952. 


. Enright, W. M.: Nodular vasculitis, U. S. Armed Forces M. J. 3: 599 (Apr.) 1952. 
. Ensign, D. C., and Sigler, J. W.: Combination therapy in the treatment of rheumatoid 


arthritis, Ann. Rheumat. Dis. 11: 306 (Dec.) 1952. 


. Ensign, D. C., and Sigler, J. W.: Intra-articular hydrocortisone in treatment of ar- 


thritis; present status, J. Michigan M. Soc. 51: 1189 (Sept.) 1952. 


. Eppes, W., and Ludovic, E.: Demonstration of “L. E.” cell without use of anticoagu- 


lants, Blood 6: 466 (May) 1951. 


. Epsteen, C. M.: The temporomandibular articulation syndrome, Am. J. M. Se. 221: 


457 (Apr.) 1951. 


. Epstein, B. S.: The concurrence of parietal thinness with postmenopausal, senile, or 


idiopathic osteoporosis, Radiology 60: 29 (Jan.) 1953. 


3. Epstein, J. A., and Davidoff, L. M.: Chronic hypertrophic spondylosis of the cervical 


spine with compression of the spinal cord and nerve roots, Surg., Gynec. and Obst. 


93: 27 (July) 1951. 


. Epstein, J. A., and Davidoff, L. M.: Recognition and management of spinal cord and 


nerve root compression caused by osteophytes, Bull. Rheumat. Dis. 3: 29 (Feb.) 
1953. 


. Erickson, D. J.: The application of some basic principles of therapeutic exercise in 


chronic rheumatic diseases, Rheumatism 7: 61 (Oct.) 1951. 


. Erlacher, P. R.: Nucleography, J. Bone and Joint Surg. 34B: 204, 1952. 
. Etess, A. D., and Jacobson, A. S.: Fatality due to agranulocytosis following use of 


phenylbutazone (Butazolidin), J. A. M. A. 151: 639, 1953. 


. Etheridge, E. M., and Hoch-Ligeti, C.: Lipid deposition in aortas in younger age 


groups following cortisone and adrenocorticotropic hormone, Am. J. Path. 28: 315 


(Mar.) 1952. 


. Evans, E. T.: Tuberculosis of the bones and joints; with special reference to the in- 


fluence of streptomycin and the application of radical surgical techniques to certain 
effects and complications of the tuberculous lesion, J. Bone and Joint Surg. 34A: 
267 (Apr.) 1952. 


. Evans, J. A., Rubitsky, H. J., and Perry, A. W.: Treatment of diffuse progressive 


scleroderma, J. A. M. A. 151: 891, 1953. 


. Eyre-Brook, A. L.: A study of late results from disk operations; present employment 


and residual complaints, Brit. J. Surg. 39: 289 (Jan.) 1952. 


. Faber, V., and Iversen, M.: Variation in serum hyaluronidase-inhibitor during treat- 


ment with 3-hydroxy-2-phenyl-cinchoninic acid, Acta med. Scandinav. 143: 436 
(Aug.) 1952. 


. Fager, D. B., Bigler, J. A., and Simonds, J. P.: Polyarteritis nodosa in infancy and 


childhood, J. Pediat. 39: 65 (July) 1951. 


| 
5 
| 
616 
617 
618 
6 
621 
622 
626 
627 
7 
629 
30 
| 
632 = 


WILLIAM D. ROBINSON ET AL. December 1956 


. Fahey, J. L.: Effect of ACTH on whole blood coagulability, Proc. Soc. Exper. Biol. 
and Med. 77: 491 (July) 1951. 

. Fajans, S. S., Conn, J. W., Johnson, D. V., and Christman, A. A.: ACTH-induced 
changes in purine and carbohydrate metabolism in Dalmatian and mongrel dogs, 
Endocrinology 49: 225 (Aug.) 1951. 

. Falkinburg, L. W.: Disseminated coccidioidomycosis; report of a case in the New 
England area, J. A. M. A. 150: 216, 1952. 

. Farah, N.: Jaundice and its mechanism of action in rheumatic diseases correlated with 
enzyme, hormone and vitamin activities, Rheumatism 8: 1 (Jan.) 1952. 

. Farkas, A.: Rehabilitation in malum coxae senilis, Geriatrics 8: 204 (Apr.) 1953. 

. Fearnley, G. R.: Ulnar deviation of fingers, Ann. Rheumat. Dis. 10: 126 (June) 1951. 
. Fearnley, G. R.: Rheumatic fever and the haemolytic streptococcus, Post-Grad. M. J. 
28: 17 (Jan.) 1952. 

. Feinberg, B.: Sulfonamides and penicillin in the control of rheumatic fever in children, 
Rhode Island M. J. 36: 138 (Mar.) 1953. 

. Feinberg, S. M., Feinberg, A. R., and Bigg, E.: Allergy to pituitary corticotrophic 
hormone, J. A. M. A. 147: 40, 1951. 

. Fellander, M.: Early cases of spondylarthritis ankylopoietica, Acta orthop. Scandinav. 
21: 55, 1951. 

. Fellander, M., Hiertonn, T., and Wallmark, G.: Studies on the concentration of strep- 
tomycin in the treatment of bone and joint tuberculosis, Acta tuberc. Scandinav. 27: 
176, 1952. 

. Ferguson, F. C., Jr.: Colchicine. I. General pharmacology, J. Pharmacol. and Exper. 
Therap. 106: 261 (Nov.) 1952. 

. Ferrier, H. T.: Some aspects of radiography and rheumatism, Radiography 16: 244 
(Dec.) 1950. 

. Ferris, A. A., Stevenson, W. J., and Lewis, F. A.: The antiglobulin sensitization test 
as applied to brucella infection: preliminary report, M. J. Australia 1: 619 (May 2) 
1953. 

. Ficarra, B. J., and McLaughlin, W. J.: Low back pain due to pannicular hernias; re- 
port of a case, J. A. M. A. 150: 855, 1952. 

. Fienberg, R., and Colpoys, F. L., Jr.: Involution of rheumatoid nodules treated with 
cortisone and of non-treated rheumatoid nodules, Am. J. Path. 27: 925 (Nov.) 1951. 
. Finch, S. C., Crockett, C. L., Jr., Ross, J. F., and Bayles, T. B.: Hematologic changes 
with ACTH and cortisone therapy of rheumatoid arthritis, Blood 6: 1034 (Nov.) 
1951. 

. Finch, S. C., Ross, J. F., and Ebaugh, F. G.: Immunologic mechanisms of leukocyte 
abnormalities, J. Lab. and Clin. Med. 42: 555 (Oct.) 1953. 

. Findlay, G. H., Price, E. A., and van Rensburg, C. R. J.: Dermatomyositis with vesic- 
ular and bullous lesions, South African M. J. 25: 60 (Jan.) 1951. 

. Finkel, S., and Baldwin, J. S.: Q-T interval during active and inactive rheumatic fever, 
Pediatrics 9: 410, 1952. 

. Fischel, E. E.: The use of salicylate in rheumatic fever, Bull. Rheumat. Dis. 2: 9 
(Jan.) 1952. 

. Fischel, E. E., Frank, C. W., and Ragan, C.: Observations on treatment of rheumatic 
fever with salicylate, ACTH and cortisone; appraisal of signs of systemic and local 
inflammatory reaction during treatment, the rebound period and chronic activity, 
Medicine 31: 331 (Dec.) 1952. 

. Fischer, F., Friis-Hansen, B., Georg, J., Hastrup, B., Kalbak, K., Sprechler, M., 
Warming-Larsen, A., and Wulff, H.: Effect of ACTH in polyphloretin phosphate 
solution (clinical and metabolic studies), Acta endocrinol. 13: 293, 1953. 

. Fischer, F., and Gillmor, C. S.: ACTH and cortisone in rheumatoid arthritis, a 


1140 
: 63 
63 
63 
: 63 
63) 
63 
64 
64 
64 
64: 
645 
| 64 
649 
65 
65] 
65 
65; 
65 
655 
657 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1141 


676. 
677. 
678. 


679. 


680. 


follow-up study of the clinical effect in 34 cases, J. Missouri M. A. 49: 123 (Feb.) 
1952. 


. Fischer, K. A., and Leatherman, K. D.: Tendinitis and subacromial bursitis, J. Ken- 


tucky State M. A. 49: 296 (July) 1951. 


. Fish, C. A., Hayano, M., and Pincus, G.: Conversion of cortisone to 17-hydroxycorti- 


costerone by liver homogenates, Arch. Biochem. 42: 480 (Feb.) 1953. 


. Fishman, H. C., and Reynolds, J.: Exfoliative dermatitis following ingestion of phenyl- 


butazone, J. A. M. A. 153: 642, 1953. 


. Fiske, G. R.: Hyperplasia and metaplasia in synovial membrane, Hunterian Lecture, 


Ann. Roy. Coll. Surgeons, England 11: 157, 1952. 


. Fitzgerald, O., and McLaughlin, F.: Cortisone psychosis: a case report, J. Irish M. A. 


28: 63 (Apr.) 1951. 


. Fjelde, A.: A modification of the Schleicher technique for detecting the “erythrocyte 


aggregation factor” in serum, Science 113: 750 (June) 1951. 


. Fleming, J., and Will, G.: Treatment of acute rheumatism with Butazolidin, Ann. 


Rheumat. Dis. 12: 95 (June) 1953. 


. Fletcher, A. A., Dauphinee, J. A., and Ogryzlo, M. A.: Plasma fibrinogen and the 


sedimentation rate in rheumatoid arthritis, and their response to the administration 
of cortisone and adrenocorticotropic hormone (ACTH), J. Clin. Investigation 31: 
561 (June) 1952. 


. Fletcher, A. G., Jr., and Horn, R. C., Jr.: Giant cell tumors of tendon sheath origin: 


a consideration of bone involvement and report of two cases with extensive bone 
destruction, Ann. Surg. 133: 374 (Mar.) 1951. 


. Fletcher, D. E., and Rowley, K. A.: The radiological features of rheumatoid arthritis, 


Brit. J. Radiol. 25: 282 (June) 1952. 


. Flinchum, D., and Powers, J. A.: Gout in young people, North Carolina M. J. 12: 


433 (Sept.) 1951. 


. Follis, R. H., Jr.: Effect of proteolytic enzymes and fixation on metachromasia of 


skin collagen, Proc. Soc. Exper. Biol. and Med. 76: 272 (Feb.) 1951. 


. Ford, D. K.: Natural history of arthritis following venereal urethritis, Ann. Rheumat. 


Dis. 12: 177, 1953. 


. Ford, L. T., and Key, J. A.: The experimental production of intervertebral disc lesions 


by chemical injury, S. Forum (1951) pp. 447-452, 1952. 


. Ford, L. T., and Key, J. A.: Observation on the use of cortisone after orthopedic op- 


erations and manipulations, J. Missouri M. A. 49: 113 (Feb.) 1952. 


. Ford, L. T., Ramsey, R. H., Holt, E. P., and Key, J. A.: An analysis of one hundred 


consecutive lumbar myelograms followed by disc operations for relief of low-back 
pain and sciatica, Surgery 32: 961, 1952. 


. Forman, L.: The skin manifestations of malignant disease with special reference to 


vascular changes and dermatomyositis, Brit. M. J. 2: 911 (Oct. 25) 1952. 


. Forman, L.: Dermatomyositis in a patient with a past history of carcinoma of the 


ovaries, Brit. J. Dermat. 64: 65 (Feb.) 1952. 

Forsham, P. H.: Symposium on specific methods of treatment; present status of 
ACTH and cortisone, M. Clin. North America 35: 1229 (Sept.) 1951. 

Fox, E. G.: Rheumatic pericarditis in early childhood, Brit. Heart J. 13: 409 (July) 
1951. 

Franchi, C. M., and DeRoberts, E.: Electron microscope observations on elastic fibers, 
Proc. Soc. Exper. Biol. and Med. 76: 515 (Mar.) 1951. 

Franco, S. C.: Medical recording of the rheumatic diseases, Indust. Med. and Surg. 
22: 321 (July) 1953. 

Frank, H. A.: Hypertrophic pulmonary osteoarthropathy simulating rheumatoid ar- 
thritis: subsidence after pneumonectomy for carcinoma, New England J. Med. 247: 


283, 1952. 


i 
658 
668 
669 
7 
671 


1142 WILLIAM D. ROBINSON ET AL. December 1956 


681. Frank, J. A.: An acute psychosis developing during therapy with ACTH, Am. Pract. 
and Digest Treat. 2: 400 (May) 1951. 

. Frank, L., and Levitt, L. M.: Scleroderma with Raynaud’s syndrome treated with 
cortisone, New York J. Med. 52: 354 (Feb.) 1952. 

. Frank, T.: Toxic thrombocytopenic purpura, diabetes mellitus, chronic infective ar- 
thritis, bacilluria, M. J. Australia 1: 233 (Feb.) 1952. 

. Frank, W. P., and Bower, A. G.: Rat bite fever; response to streptomycin therapy, 
California Med. 74: 42 (Jan.) 1951. 

. Frankel, A. L., and Rothermich, N. O.: Polyarteritis nodosa; review together with re- 
port of case due to hydantoin sensitization treated with cortisone, Ohio State M. J. 
47: 1013 (Nov.) 1951. 

. Fraser, C. G., Monroe, S. E., and O’Hare, J. E.: Coccidioidomycosis and tuberculosis 
in the same bones; a case report, Ann. Surg. 133: 116 (Jan.) 1951. 

. Frawley, T. F.: Recognition and prevention of the complications of ACTH and corti- 
sone therapy, Arch. Indust. Hyg. 3: 587 (June) 1951. 

. Frazer, E. H.: Some psycho-physical aspects of backache, M. J. Australia 1: 763 
(May 26) 1951. 

. Fred, L., Levin, M. H., Rivo, J. B., and Barrett, T. F.: Development of active pul- 
monary tuberculosis during ACTH and cortisone therapy, J. A. M. A. 147: 242, 
1951. 

. Freedman, A., and Bach, F.: Mepacrine and rheumatoid arthritis, Lancet 2: 321 
(Aug. 16) 1952. 

. Freeland, D., Storey, G., and Thompson, M.: Treatment of rheumatoid arthritis with 
phenylbutazone, Lancet 1: 1227 (June 20) 1953. 

. Freeman, H., Pincus, G., Bachrach, S., Johnson, C. W., McCabe, G. E., and Mac- 
Gilpin, H. H., Jr.: Oral steroid medication in rheumatoid arthritis, J. Clin. Endo- 
crinol. 10: 1523 (Dec.) 1950. 

. French, G.: Polyarteritis nodosa presenting as acute diabetes mellitus, Brit. M. J. 1: 
1262 (June 6) 1953. 

. French, G. E.: Hypertrophic osteoarthropathy, Canad. M. A. J. 67: 259, 1952. 

. French, J. E., and Benditt, E. P.: The histochemistry of connective tissue. The effect 
of proteins on the selective staining of mucopolysaccharides by basic dyes, J. Histo- 
chem. and Cytochem. 1: 321 (Sept.) 1953. 

. Frenk, S., Wolfe, S., and Paschkis, K. E.: Lack of effect of desoxycorticosterone ace- 
tate and ascorbic acid on formaldehyde-induced arthritis in rats, Endocrinology 47: 
386 (Nov.) 1950. 

. Freund, H. A.: The intra-articular injection of hydrocortisone (Compound F) in the 
treatment of selected cases of arthritic diseases, J. Michigan M. Soc. 51: 1199, 1952. 

. Freyberg, R. H.: Non-articular rheumatism, Bull. New York Acad. Med. 27: 245 
(Apr.) 1951. 

. Freyberg, R. H.: The use of cortisone in rheumatic diseases, Practitioner 167: 442 
(Oct.) 1951. 

. Freyberg, R. H.: The patient with extra-articular rheumatism, Indust. Med. and Surg. 
22: 316 (July) 1953. 

. Freyberg, R. H., Adams, C. H., Stevenson, C., and Patterson, M.: Experiences with 
pregnenolone and other steroids in patients with rheumatoid arthritis, in Symposium 
on steroids in experimental and clinical practice, edited by A. White, 1951, The 
Blakiston Co., p. 230. 

. Freyberg, R. H., Patterson, M., Adams, C. H., Durivage, J., and Traeger, C. H.: 
Practical considerations of the use of cortisone and ACTH in rheumatoid arthritis, 
Ann. Rheumat. Dis. 10: 1 (Mar.) 1951. 

3. Freyberg,.R..H., and Stevenson, C. R.: Management of the patient with rheumatoid 
arthritis, M. Clin. North America 37: 1235 (July) 1953. 


i 
| 
4 
= / 
/ 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1143 


704. 


705. 


706. 


Freyberg, R. H., Traeger, C. H., Patterson, M., Squires, W., Adams, C. H., and 
Stevenson, C.: Problems of prolonged cortisone treatment for rheumatoid arthritis, 
J. A. M. A. 147: 1538, 1951. 

Fricke, F. J., and Gersten, J. W.: Effect of contrast baths on the vasomotor response 
of rheumatoid arthritis patients, Arch. Phys. Med. 33: 210 (Apr.) 1952. 

Friedenberg, R.: Weber-Christian’s disease: a report of two cases, Ann. Int. Med. 38: 
528 (Mar.) 1953. 


. Friedenthal, M., and Cagan, R. N.: Periarteritis nodosa associated with the use of a 


proprietary mercurial preparation; a case with serial electrophoretic patterns, Am. 
Pract. and Digest Treat. 3: 218 (Mar.) 1952. 


. Friedlander, H.: Effect of cortisone acetate on an experimental purulent infectious 


arthritis of white mice, J. Infect. Dis. 89: 26 (July) 1951. 


. Friedlander, H.: Habermann, R. T., and Parr, L. W.: Experimental arthritis in albino 


rats produced by a strain of corynebacterium, J. Infect. Dis. 88: 290 (May) 1951. 


. Friedlander, H., Habermann, R. T., and Parr, L. W.: Experimental arthritis in albino 


rats and mice produced by alpha type streptococci, J. Infect. Dis. 88: 298 (May) 
1951. 


. Friedlander, R. D.: Cortisone as an adjunct in the therapy of acute gout, J. A. M. A. 


145: 11, 1951. 


. Friedman, H. H., Schwartz, S., Trubek, M., and Steinbrocker, O.: The pararheumatic 


arthropathies, Ann. Int. Med. 38: 732 (Apr.) 1953. 


. Friedman, I. A., Kleinschmidt, W. H., and Schwartz, S. O.: Disseminated lupus 


erythematosus with severe thrombocytopenia in a Negro male, Illinois M. J. 101: 


212, 1952. 


. Friedman, M.: Cortisone (Cortone) in the treatment of acute subdeltoid bursitis, 


Maryland M. J. 1: 186 (Apr.) 1952. 


. Friedman, M., and Byers, S. O.: Mechanism by which ACTH increases the excretion 


of urate, Am. J. Physiol. 163: 684 (Dec.) 1950. 


. Friis-Hansen, B., Tudvad, F., and Vesterdal, J.: The effect of ACTH on body water 


compartment in juvenile rheumatoid arthritis, Scandinav. J. Clin. and Lab. Invest. 


4: 36, 1952. 


. Fry, J.: Familial erythema nodosum, Brit. M. J. 1: 529 (Mar. 8) 1952. 


. Furlong, R.: Tennis elbow, Practitioner 171: 320, 1953. 
. Gage, E. L., and Shafer, W. A.: Herniation of lumbar intervertebral disks in coal 


miners, Am. Surgeon 19: 577, 1953. 


. Galdston, M., Steele, J. M., and Dobriner, K.: Alcaptonuria and ochronosis; with a 


report of three patients and metabolic studies in two, Am. J. Med. 13: 432 (Oct.) 
1952. 


. Gale, A. H., Gillespie, W. A., and Perry, C. B.: Oral penicillin in the prophylaxis of 


streptococcal infection in rheumatic children, Lancet 2: 61 (July 12) 1952. 


. Gale, J. C.: Electron microscope studies of collagen from normal and diseased tissues, 


Am. J. Path. 27: 455 (May) 1951. 


. Gall, E. A., Bennett, G. A., and Bauer, W.: Generalized hypertrophic osteoarthropa- 


thy; a pathologic study of seven cases, Am. J. Path. 27: 349 (May) 1951. 


. Gans, B.: Serial electrocardiograms in rheumatic fever, Arch. Dis. Childhood 26: 315 


(Aug.) 1951. 


. Garber, R. L.: Some observations on roentgen therapy of bursitis and peritendinitis 


calcarea of the shoulder, Ohio M. J. 48: 918 (Oct.) 1952. 


. Garceau, G. J.: Simple disc surgery versus the combined operation, South. M. J. 44: 


213 (Mar.) 1951. 


. Gardner, E.: Problems relating to the structure and function of joints, J. Michigan 


M. Soc. 51: 1208, 1952. 


. Gardner, E.: Blood and nerve supply of joints, Bull. Rheumat. Dis. 4: 42 (Nov.) 1953. 


= 
| 
7 
720 
72 
722 
723 
i 
72 
725 
7 
727 


1144 


729. 


730. 
731. 


732. 


733. 
734. 
735. 
736. 


737. 
738. 


739. 


740. 


741. 


742. 


743. 


744, 


745. 


746. 


747. 
748. 
749. 
750. 


751. 


752. 


WILLIAM D. ROBINSON ET AL. December 1956 


Gardner, E., and Gray, D. J.: Prenatal development of the human shoulder and ac- 
romioclavicular joints, Am. J. Anat. 92: 219 (Mar.) 1953. 

Gardner, E.: Aspirin poisoning, Virginia M. Monthly 80: 147 (Mar.) 1953. 

Gardner, L. I.: Recent advances in therapy with ACTH and cortisone, North Carolina 
M. J. 12: 41 (Feb.) 1951. 

Gardner, W. J., Wise, R. E., Hughes, C. R., O’Connell, F. B., Jr., and Weiford, E. C.: 
X-ray visualization of the intervertebral disk; with a consideration of the morbidity 
of disk puncture, Arch. Surg. 64: 355 (Mar.) 1952. 

Garry, M. W.: The use of red cell mass in rheumatoid disease, Am. J. M. Sc. 223: 
642 (June) 1952. 

Gaston, S. R., and Schlesinger, E. B.: Symposium on orthopedic surgery; low back 
syndrome, S. Clin. North America 31: 329 (Apr.) 1951. 

Gausewitz, P. L., Jones, F. S., and Worley, G., Jr.: Fatal generalized moniliasis, Am. 
J. Clin. Path. 21: 41, 1951. 

Geckeler, E. O.: Results of complete patellectomy for osteoarthritis of the knee, S. 
Clin. North America 33: 1731 (Dec.) 1953. 

Geffen, T.: Bornholm disease, Brit. M. J. 1: 1185 (May 26) 1951. 

Gendel, B. R., Young, '. M., and Greiner, D. J.: Sarcoidosis: a review with twenty- 
four additional cases, Am. J. Med. 12: 205 (Feb.) 1952. 

Genzell, C. A.: Blood levels of 17-hydroxycorticosteroids in normal pregnancy, J. Clin. 
Endocrinol. 13: 898, 1953. 

Geppert, L. J., Dietrick, A. C., Johnston, E. H., and Lind, C. J.: Fatal convulsive 
seizures associated with cortisone therapy; report of a case, Am. J. Dis. Child. 84: 
416 (Oct.) 1952. 

Gerarde, H. W., and Jones, M.: The effect of cortisone on collagen synthesis in vitro, 
J. Biol. Chem. 201: 553, 1953. 

Germuth, F. G., Jr.: A comparative histologic and immunologic study in rabbits of in- 
duced hypersensitivity of the serum sickness type, J. Exper. Med. 97: 257 (Feb.) 
1953. 

Germuth, F. G., Jr.: The mechanisms of action of cortisone in experimental hyper- 
sensitivity of the serum sickness type, J. Exper. Med. 98: 1 (July) 1953. 

Germuth, F. G., Jr., Nedzel, G. A., Ottinger, B., and Oyama, J.: Anatomic and histo- 
logic changes in rabbits with experimental hypersensitivity treated with compound 
E (cortisone) and ACTH, Proc. Soc. Exper. Biol. and Med. 76: 177 (Jan.) 1951. 

Germuth, F. G., Jr., Oyama, J., and Ottinger, B.: The mechanism of action of 17- 
hydroxy-11-dehydrocorticosterone (compound E) and of the adrenocorticotropic 
hormone in experimental hypersensitivity in rabbits, J. Exper. Med. 94: 139 (Aug.) 
1951. 

Gershon-Cohen, J., Rechtman, A. M., Schraer, H., and Blumberg, N.: Asymptomatic 
fractures in osteoporotic spines of the aged, J. A. M. A. 153: 625, 1953. 

Gersten, J. W.: Infra-red radiation therapy for the rheumatic diseases, Rheumatism 7: 
24 (Apr.) 1951. 

Geschwind, I. I., and Li, C. H.: Inactivation of adrenocorticotropic hormone in vitro 
by tissues, Endocrinology 50: 226 (Feb.) 1952. 

Ghormley, R. K.: Chemotherapy in bone and joint tuberculosis, J. Bone and Joint 
Surg. 34A: 254 (Apr.) 1952. 

Ghormley, R. K., and Spear, I. M.: Anomalies of the posterior tibial tendon; a cause 
of persistent pain about the ankle, Arch. Surg. 66: 512 (Apr.) 1953. 

Giansiracusa, J. E., Ropes, M. W., Kulka, J. P., and Bauer, W.: The natural course 
of rheumatoid arthritis and the changes induced by ACTH, Am. J. Med. 10: 419 

(Apr.) 1951. 

Gibson, A.: Arthritis and the orthopaedic surgeon, Manitoba M. Rev. 32: 367 (June) 


1952. 


} 

a 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1145 


753. 
754. 
755. 
756. 


757. 
758. 


759. 


760. 


Gibson, A., and Williams, T. H.: Changes in the femoral head underlying a vitallium 
cup, J. Bone and Joint Surg. 33B: 119 (Feb.) 1951. 

Gibson, H. C., Spivey, D. V., Clifford, T. C., and Oppehein, D. J.: Effects of cortisone 
on acute rheumatic carditis, U. S. Armed Forces M. J. 4: 295, 1953. 

Gibson, H. J.: The pathology of rheumatoid arthritis, Practitioner 166: 54 (Jan.) 
1951. 

Gillespie, H. W., and Lloyd-Roberts, G.: Osteitis condensans, Brit. J. Radiol. 26: 16 
(Jan.) 1953. 

Gillhespy, R. O.: Phenylbutazone, Brit. M. J. 2: 287 (Aug.) 1953. 

Gillis, L.: Stiff joints—their pathology and treatment, with special reference to the 
knee joint, Brit. J. Phys. Med. 14: 177 (Aug.) 1951. 

Gilman, R. L., and Kaess, K. V.: Polyarteritis nodosa and dermatitis gangrenosa, 
Arch. Dermat. and Syph. 67: 184 (Feb.) 1953. 

Gillmor, C. S.: Rehabilitation of the rheumatoid arthritic patient, J. Missouri M. A. 
49: 976 (Dec.) 1952. 


. Gilrane, J. J., and Cherry, C. B.: Tuberculous mediastinal lymphadenitis and erythema 


nodosum simulating polyarteritis nodosa, California Med. 77: 34, 1952. 


. Gipson, A. C.: Pediatric case reports; pulmonary, hepatic, lymph nodes and osseous 


histoplasmosis, J. M. A. Alabama 20: 411, 1951. 


. Glaser, G. H.: Lesions of the central nervous system in disseminated lupus erythema- 


tosus, Arch. Neurol. and Psychiat. 67: 745 (June) 1952. 


. Glaser, G. H.: Psychotic reactions induced by corticotropin (ACTH) and cortisone, 


Psychosom. Med. 15: 280 (July) 1953. 


. Glaser, G. H., Randt, C. T., Hoefer, P. F. A., Merritt, H. H., and Traeger, C. H.: 


The influence of adrenocorticotropic hormone (ACTH) on central nervous system 
and neuromuscular function, Tr. Am. Neurol. A. 75: 98, 1950. 


. Glick, D.: Hyaluronidase inhibitor of human blood serum in health and disease, J. Mt. 


Sinai Hosp. 17: 207 (Nov.) 1950. 


. Glick, D., and Ochs, M. J.: Mucolytic enzyme systems. Comparison of hyaluronidase 


inhibitor and heparin levels in serum, Proc. Soc. Exper. Biol. and Med. 81: 363 
(June) 1952. 


. Glick, D., and Sylven, B.: Evidence for the heparin nature of the nonspecific hyalu- 


ronidase inhibitor in tissue extracts and blood serum, Science 113: 388 (Apr.) 1951. 


. Glynn, L. E., and Holborow, E. J.: Conversion of tissue polysaccharides to auto- 


antigens by Group-A beta-haemolytic streptococci, Lancet 2: 449 (Sept. 6) 1952. 


. Glynn, L. E., and Loewi, G.: Fibrinoid necrosis in rheumatic fever, J. Path. and Bact. 


64: 329, 1952. 


. Goar, E. L., and Smith, L. S.: Rheumatoid nodules of the eye, J. A. M. A. 148: 889, 


1952. 


. Goar, E. L., and Smith, L. S.: Polyarteritis nodosa of the eye, Am. J. Ophth. 35: 


1619 (Nov.) 1952. 


. Godfrey, L.: Adenosinetriphosphate; trial in the treatment of rheumatoid arthritis, 


J. A. M. A. 145: 318, 1951. 


. Godlowski, Z. Z., and Paterson, H.: Rheumatoid arthritis of menopausal women 


treated with insulin hypoglycaemias, Ann. Rheumat. Dis. 11: 36 (Mar.) 1952. 


. Goggio, A. F.: Rheumatic fever and rheumatic heart disease; incidence in California, 


California Med. 78: 280 (Apr.) 1953. 


. Gold, H.: Sudden death of a child due to carditis, Am. J. Dis. Child. 81: 550 (Apr.) 


1951. 


. Gold, N. I., and Gould, B. S.: Collagen fiber formation and alkaline phosphatase, Arch. 


Biochem. 33: 155 (Aug.) 1951. 


. Gold, S.: Role of sulphonamides and penicillin in the pathogenesis of systemic lupus 


erythematosus, Lancet 1: 268 (Feb. 3) 1951. 


= 
if 
wae 
76 
772 
777 
778 
ae 


1146 WILLIAM D. ROBINSON ET AL. December 1956 


779. Gold, S.: Subacute systemic lupus erythematosus, Proc. Roy. Soc. Med. 44: 577 
(July) 1951. 

780. Gold, S. C.: Some observations on the pathogenesis of systemic lupus erythematosus, 
J. Invest. Dermat. 19: 333 (Nov.) 1952. 

. Gold, S. C.: An hypothesis concerning the pathogenesis of systemic lupus erythema- 
tosus, Brit. J. Dermat. 65: 43 (Feb.) 1953. 

. Gold, S. C., and Gowing, N. F. C.: Systemic lupus erythematosus; a clinical and 
pathological study, Quart. J. Med. 46: 457 (Oct.) 1953. 

. Goldberg, S., Glynn, L. E., and Bywaters, E. G. L.: An anomaly of the sedimentation 
rate in rheumatic diseases, Brit. M. J. 1: 202 (Jan. 26) 1952. 

. Golden, A., and Hurst, J. W.: Alterations of the lesions of acute rheumatic myocarditis 
during cortisone therapy, Circulation 7: 218 (Feb.) 1953. 

. Golden, G. N., and Richards, H. G. H.: Xanthogranulomatous disease of the bone with 
polyarthritis; report of two cases, J. Bone and Joint Surg. 35B: 275 (May) 1953. 

. Goldenberg, R. R.: Diagnostic problems in herniated intervertebral disc, Bull. Hosp. 
Joint Dis. 14: 86 (Apr.) 1953. 

. Goldenberg, R. R., and Wild, E. L.: Chondromalacia fabellae, J. Bone and Joint Surg. 
34A: 688 (July) 1952. 

. Goldfain, E.: Butazolidin in rheumatic diseases, J. Oklahoma M. A. 46: 27 (Feb.) 
1953. 

. Goldman, L., O’Hara, E. H., and Baskett, J.: The detection of crystals following local 
injection of cortisone and compound F into the skin of man, Science 116: 17 (July) 
1952. 

. Goldman, L., O’Hara, H., and Baskett, J.: A study of the local tissue reactions in man 
to cortisone and compound F; histopathological studies of the local effect of com- 
pound F in normal and pathologic skin of man, J. Invest. Dermat. 20: 271 (Apr.) 
1953. 

. Goldman, L. M., and Tillis, H. H.: Changes in sternal bone marrow and peripheral 
blood during cortisone therapy in rheumatoid disease, Ann. Rheumat. Dis. 10: 468 
(Dec.) 1951. 

. Gondos, B.: Calcification about the wrist associated with acute pain (periarthritis 
calcarea) : a clinical and roentgenological study, Radiology 60: 244, 1953. 

. Good, M. G.: Some recent advances in rheumatology, Brit. J. Phys. Med. 13: 271 
(Dec.) 1950. 

. Good, M. G.: Objective diagnosis and curability of non-articular rheumatism, Brit. J. 
Phys. Med. 14: 1 (Jan.) 1951. 

. Good, M. G.: The problem of rheumatism; unitary conception and control by modern 
methods, Brit. J. Phys. Med. 14: 56 (Mar.) 1951. 

. Good, M. G.: Tennis elbow—a traumatic myalgia, M. World 76: 574 (July) 1952. 

. Good, M. G.: Modern trends in rheumatology, Brit. J. Physiother. 5: 4 (Mar.) 1953. 

. Good, R. A., Kelley, V. C., Good, J. A., and Glick, D.: Mucolytic enzyme systems: 
XX. Comparison of mucoprotein and hyaluronidase inhibitor concentrations in ma- 
ternal and infant serum, Pediatrics 12: 575 (Nov.) 1953. 

. Good, T. A., Good, R. A., Kelley, V. C., and Glick, D.: Mucolytic enzyme systems. 
XVI. Factors influencing hyaluronidase inhibitor levels in serum, role of adrenal 
cortex, Am. J. Physiol. 166: 555 (Sept.) 1951. 

. Goolker, P., and Schein, J.: Psychic effects of ACTF. and cortisone, Psychosom. Med. 
15: 589, 1953. 

. Gordon, A.: Myalgia of an isolated portion of a muscle, the therapeutic value of its 
recognition, Am. Pract. and Digest Treat. 3: 804, 1952. 

. Gordon, E. J.: Stellate ganglion block in treatment of acute subdeltoid bursitis, J. 
Internat. Coll. Surgeons 16: 185 (Aug.) 1951. 


‘ 
ag 
+ 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1147 


803 


804. 


805. 


806. 


Gordon, E. J.: Stellate ganglion block in treatment of bursitis and tendinitis of the 
shoulder, South. M. J. 45: 1131 (Dec.) 1952. 

Gordon, E. S.: Cortisone in the treatment of rheumatoid arthritis, Am. J. Phys. Med. 
31: 451 (Dec.) 1952. 

Gordon, E. S., Kelsey, C., and Meyer, E. S.: Adrenal stimulation by intravenous 
ACTH, Proceedings, Second Clinical ACTH Conference, II, Therapeutics, 1951, 
edited by J. R. Mote, Blakiston Co., Philadelphia, p. 30. 

Gorrell, R.: Procaine injection therapy of painful conditions; selection of patients 
(editorial), Am. J. Surg. 82: 413 (Oct.) 1951. 


. Goslings, J.. Hijmans, W., Querido, A., and Kassenaar, A. A. H.: Further experiences 


with prolonged treatment of rheumatoid arthritis with ACTH and with gold, Brit. 
M. J. 2: 698 (Sept. 22) 1951. 


. Gottlieb, B.: Alkaptonuria with ochronosis, Proc. Roy. Soc. Med. 44: 917 (Nov.) 


1951. 


. Gould, B. S., and Gold, N. I.: Studies on the “alkaline” phosphatase associated with 


regenerating connective tissue fibers, Arch. Path. 52: 413 (Nov.) 1951. 


. Govier, W. M., and Feenstra, E. S.: The effect of certain hormones and miscellaneous 


compounds on serum disease in the rabbit, Am. Heart J. 42: 266 (Aug.) 1951. 


. Graber-Duvernay, J.: Ankylosing spondylarthritis (rhizomelic spondylosis) of trau- 


matic origin, Rheumatism 7: 49 (July) 1951. 


. Graham, J. W., Fletcher, A. A., and Ogryzlo, M. A.: The clinical application of 


ACTH and cortisone in rheumatoid arthritis and other related forms of arthritis; 
interim report, Treat. Serv. Bull. 7: 307 (Jul.) 1952. 


. Graham, W.: The fibrositis syndrome, Bull. Rheumat. Dis. 3: 33 (Apr.) 1953. 
. Graham, W., and Roberts, J. B.: Intravenous colchicine in the management of gouty 


arthritis, Ann. Rheumat. Dis. 12: 16 (Mar.) 1953. 


. Granirer, L. W.: Clinical response of rheumatoid arthritis to postpartum plasma; a 


two-year study, J. A. M. A. 146: 995, 1951. 


. Granirer, L. W.: ACTH and cortical steroids in postpartum plasma; preliminary re- 


port, New York J. Med. 51: 2767 (Dec.) 1951. 
a) Granirer, L. W.: Untoward effects of phenylbutazone (Butazolidin), J. A. M. A. 
150: 1332, 1952. 


. Granirer, L. W.: Isolation of an antigouty factor from postpartum plasma; preliminary 


report, New York J. Med. 53: 1551 (July) 1953. 


. Grant, F. C., and Nulsen, F. E.: Ruptured intervertebral disks, S. Clin. North America 


32: 1777 (Dec.) 1952. 


. Grantham, E. G., and Spurling, R. G.: Ruptured lumbar intervertebral disks, M. Clin. 


North America 37: 479 (Mar.) 1953. 


. Grantham, S. A.: Herniated lumbar disc, Am. J. Surg. 83: 531 (Apr.) 1952. 
. Gray, D. J., and Gardner, E.: Prenatal development of the human elbow joint, Am. J. 


Anat. 88: 429 (May) 1951. 


. Gray, F. G., Quinn, R. W., and Quinn, J. P.: A long-term survey of rheumatic and 


non-rheumatic families with particular reference to environment and heredity, Am. 
J. Med. 13: 400, 1952. 


. Gray, J. W., and Merrick, E. Z.: Evaluation of certain newer products in arthritis 


therapy, J. M. Soc. New Jersey 50: 456 (Oct.) 1953. 


. Gray, S. J., Benson, J. A., Jr., Reifenstein, R. W., and Spiro, H. M.: Chronic stress 


and peptic ulcer. I. Effect of corticotropin (ACTH) and cortisone on gastric se- 
cretion, J. A. M. A. 147: 1529, 1951. 


. Gray, W. D., and Munson, P. L.: The rapidity of the adrenocorticotropic response of 


the pituitary to the intravenous administration of histamine, Endocrinology 48: 471 


(Apr.) 1951. 


. Green, J., and Williams, P. O.: Effect of Butazolidine on the excretion of water and 


electrolytes, Lancet 1: 575 (Mar. 21) 1953. 


= 
808 
SO 
813 
| 
816. ( 
| 
820 
po 
S22 
S26 
by 


1148 WILLIAM D. ROBINSON ET AL. December 1956 


827. Green, T. W.: Reinfection brucellosis: a report of two cases, Ann. Int. Med. 35: 717 
(Sept.) 1951. 

828. Green, T. W., White, W. E., Engleman, E. P., and Krupp, M. A.: Effect of Buta- 
zolidine on uptake by the thyroid gland, Proc. Soc. Exper. Biol. and Med. 82: 155 
(Jan.) 1953. 

. Green, W.: Successful treatment of joint contractures in a severe hemophiliac, Bull. 
Hosp. Joint Dis. 13: 145 (Apr.) 1952. 

. Green, W. T., and Banks, H. H.: Osteochondritis dissecans in children, J. Bone and 
Joint Surg. 35A: 26, 1953. 

Greene, R.: Thyroid acropachy, Proc. Roy. Soc. Med. 44: 159 (Feb.) 1951. 

. Greene, R., Vaughan-Morgan, J., and Gammon, J.: The effect on bleeding-time of an 
extract of blood of patients with rheumatoid arthritis, Brit. M. J. 1: 17 (Jan. 5) 
1952. 

. Greenhouse, J. M.: Major and minor surgical procedures on patients with systemic 
lupus erythematosus, Arch. Dermat. and Syph. 67: 456 (May) 1953. 

. Greenman, L., Weigand, F. A., and Danowski, T. S.: Cortisone therapy in initial at- 
tacks of rheumatic carditis, Ann. Rheumat. Dis. 12: 342, 1953. 

. Greenwood, J., Jr., McGuire, T. H., and Kimbell, F.: A study of the causes of failure 
in the herniated intervertebral disc operation. An analysis of sixty-seven reoperated 
cases, J. Neurosurg. 9: 15 (Jan.) 1952. 

. Greif, R. L.: Colorimetric determination of hyaluronidase activity, J. Biol. Chem. 194: 
619 (Feb.) 1952. 

. Grether, I., Naugler, W. E., and Kuzell, W. C.: The effect of phenylbutazone (Buta- 
zolidin) and cortisone acetate on gold toxicity, Stanford M. Bull. 10: 322 (Nov.) 
1952. 

. Griep, A. H., and Leich, C. F.: Reiter’s syndrome: apparent recovery following treat- 
ment with Aureomycin, Univ. Michigan M. Bull. 17: 18 (Jan.) 1951. 

. Griffith, G. C., and Sheinkopf, J. A.: Diagnosis and differential diagnosis of rheumatic 
fever, Ann. West. Med. and Surg. 5: 773 (Sept.) 1951. 

. Griffith, G. C., Sheinkopf, J. A.. McNair, J. D., and Starr, P.: Treatment of rheumatic 
fever with ACTH, ACTH by the continuous intravenous drip method, Am. J. M. 
Sc. 224: 397 (Oct.) 1952. 

. Griffith, G. C., and Vural, I. L.: Polyarteritis nodosa; correlation of clinical and post- 
mortem findings in 17 cases, Circulation 3: 481 (Apr.) 1951. 

. Griffith, G. C., and Vural, I. L.: Acute and subacute disseminated lupus erythematosus ; 
a correlation of clinical and postmortem findings in eighteen cases, Circulation 3: 
492 (Apr.) 1951. 

. Griffiths, D. L.: Tenosynovitis and tendovaginitis, Brit. M. J. 1: 645 (Mar. 22) 1952. 

. Griggs, J. F.: Effects of Aureomycin in chronic brucellosis, Antibiotics and Chemo- 
therapy 2: 290 (June) 1952. 

. Griggs, J. F.: Effects of chloramphenicol in chronic brucellosis, Antibiotics and 
Chemotherapy 2: 300 (June) 1952. 

. Grob, D.: The renal excretion of histamine and histidine in man, and the effect of 
adrenocorticotropic hormone (ACTH) and cortisone administration, Bull. Johns 
Hopkins Hosp. 90: 341 (May) 1952. 

. Gross, J.: Fiber rormation in trypsinogen solutions: an electron optical study, Proc. 
Soc. Exper. Biol. and Med. 78: 241, 1951. 

. Gross, J.: Evaluation of structural and chemical changes in connective tissue, Ann. 
New York Acad. Sc. 56: 674 (July) 1953. 

. Gross, J., Dempsey, E. W., Duguid, J. B., Firket, J., Gey, G. O., Lansing, A. I. 
Pfeiffer, H. H., and Tunbridge, R. E.: Aging of connective tissues; problem iden- 
tification, J. Gerontol. 7: 584 (Oct.) 1952. 


4 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1149 


850. 
851. 
852. 


853. 


854. 


Gross, J., Highberger, J. H., and Schmitt, F. O.: Some factors involved in the fibro- 
genesis of collagen in vitro, Proc. Soc. Exper. Biol. and Med. 80: 462 (July) 1952. 

Gubner, R.: Therapeutic suppression of tissue reactivity; comparison of the effects of 
cortisone and aminopterin, Am. J. M. Sc. 221: 169 (Feb.) 1951. 

Gubner, R.: Effect of “aminopterin” on epithelial tissues, Arch. Dermat. and Syph. 64: 
688 (Dec.) 1951. 

Gubner, R., August, S., and Ginsberg, V.: Therapeutic suppression of tissue reactivity ; 
effect of aminopterin in rheumatoid arthritis and psoriasis, Am. J. M. Sc. 221: 169 
(Feb.) 1951. 

Gubner, R., Cote, L., Hughes, J., Oleson, J. J., Ruegsegger, J. M., and Williams, J. H.: 
Comparative effects of aminopterin, cortisone and ACTH in experimental formalde- 
hyde arthritis and psoriatic arthritis, J. Invest. Dermat. 19: 297 (Oct.) 1952. 


. Guck, J. K., and Wolf, J.: Monarticular and destructive arthropathy in Reiter’s syn- 


drome, Am. J. M. Sc. 224: 653 (Dec.) 1952. 


. Guest, C. M., and Jacobson, H. G.: Pelvic and extra-pelvic osteopathy in rheumatoid 


spondylitis ; clinical and roentgenographic study of 90 cases, Am. J. Roentgenol. 65: 
760 (May) 1951. 


. Gutman, A. B.: Management of gouty arthritis, Bull. Rheumat. Dis. 1: 11 (Feb.) 1951. 
. Gutman, A. B.: Some recent advances in the study of uric acid metabolism and gout, 


Bull. New York Acad. Med. 27: 144 (Mar.) 1951. 


. Gutman, A. B.: Keeping the patient with gout employable, Indust. Med. and Surg. 22: 


311 (July) 1953. 


. Gutman, A. B.: Primary and secondary gout, Ann. Int. Med. 39: 1062, 1953. 
. Gutman, A. B., and Yu, T. F.: Benemid (p-di-n-propylsulfamyl-benzoic acid) as uri- 


cosuric agent in chronic gouty arthritis, Tr. A. Am. Physicians 64: 279, 1951. 


. Gutman, A. B., and Yu, T. F.: Gout, a derangement of purine metabolism, Advances 


Int. Med. 5: 227, 1952. 


. Gutman, A. B., and Yu, T. F.: Current principles of management of gout, Am. J. Med. 


13: 744 (Dec.) 1952. 


. Gylling, M.: On the scalenus syndrome, Acta chir. Scandinav. 102: 474, 1952. 
. Hadidian, Z.: The action of venom and proteolytic enzymes on the non-specific inhibi- 


tor of hyaluronidase, J. Gen. Physiol. 36: 361 (Jan.) 1953. 


. Hadley, L. A.: Intervertebral joint subluxation, bony impingement and foramen en- 


croachment with nerve root changes, Am. J. Roentgenol. 65: 377 (Mar.) 1951. 


. Hadley, L. A.: Accessory sacro-iliac articulations, J. Bone and Joint Surg. 34A: 149 


(Jan.) 1952. 


. Hafner, R. H. V.: Case illustrating hazards of manipulative treatment in lumbo-sacral 


disk protrusions, Brit. M. J. 1: 361 (Feb. 16) 1952. 


. Hafner, R. H. V.: Localized osteochondritis (Scheuermann’s disease), J. Bone and 


Joint Surg. 34B: 38, 1952. 


. Hagemann, P. O., Hendrin, A., Lurie, H. H., and Stein, M.: Therapy of gonococcal 


arthritis, Ann. Int. Med. 36: 77 (Jan.) 1952. 


. Haggart, G. E., and Grannis, W. R.: Management of low back and sciatic pain, Am. 


J. Surg. 85: 339 (Mar.) 1953. 


. Haggart, G. E., and Spencer, F. A.: Cervicobrachial pain, S. Clin. North America 32: 


705 (June) 1952. 


. Hahn, L., Thune, S., and Truedsson, E.: Clinical investigation of the value of syn- 


thetic hyaluronidase inhibitors in rheumatoid arthritis, Ann. Rheumat. Dis. 11: 272 
(Dec.) 1952. 


. Hailman, H. F.: ACTH and cortisone vs. salicylates, J. Clin. Endocrinol. and Metabo- 


lism 12: 454 (Apr.) 1952. 


. Haines, R. W.: The early development of the femorotibial and tibiofibular joints, J. 


Anat. 87: 193, 1953. 


| 
ay 
SS 
956 
: 
858 
860) 
861 
865 
My 
S67 
S70 
97 2 
S74 
97 


1150 WILLIAM D. ROBINSON ET AL. December 1956 


876. Halbstein, B. M.: The operative treatment of low back pain, J. M. Sc. New Jersey 49: 
496 (Dec.) 1952. 
877. Hale, D. E.: Synovioma: with special reference to the clinical and roentgenologic as- 
pects, Am. J. Roentgenol. 65: 769 (May) 1951. 
878. Haley, B.: Chorea, Canad. Nurse 48: 467 (June) 1952. 
879. Hall, O., and Hall, C. E.: The relationship of sodium intake to the hypertensive hya- 
linosis syndrome produced in the rat by parabiosis. II. Arthritis, Texas Rep. Biol. 
and Med. 9: 728, 1951. 
880. Hall, W. H., and Finegold, S.: A study of 23 cases of Reiter’s syndrome, Ann. Int. 
Med. 38: 533 (Mar.) 1953. 
881. Hallahan, J. D.: Symptomatic relief of osteo-arthritis and osteoporosis with vitamin 
B,,; preliminary report, Am. Pract. and Digest Treat. 3: 27 (Jan.) 1952. 
882. Hallahan, J. D., and Klein, T.: Relapsing febrile nodular nonsuppurative panniculitis 
(Weber-Christian disease): review of literature and report of a case, Ann. Int. 
Med. 34: 1179 (May) 1951. 
883. Halper, H.: Calcinosis, with a description of a case of calcinosis circumscripta, Brit. 
J. Radiol. 25: 584, 1952. 
883.(a) Halpern, L.: Sensory pattern in radicular sciatica, J. Nerv. and Ment. Dis. 114: 
221 (Sept.) 1951. 
884. Hamlin, E., Jr.: Limited excision of Dupuytren’s contracture, Ann. Surg. 135: 94 
(Jan.) 1952. 
885. Hammerman, D. J., and Schubert, D. M.: A quantitative study of metachromasy in 
synovial fluid and mucin, J. Gen. Physiol. 37: 291, 1953. 
886. Hamsa, W. R.: Diagnosis and treatment of common knee injuries, Nebraska M. J. 37: 
363 (Nov.) 1952. 
. Hanrahan, F. R., Jr., Ippolito, V. D., and Dilworth, R. W.: Weber-Christian disease: 
report of two cases, one with autopsy, Ohio M. J. 47: 427 (May) 1951. 
. Hansen, A. E.: Importance of early diagnosis in acute rheumatic fever, J. A. M. A. 
148: 1481, 1952. 
. Happey, F., Macrae, T. P., and Naylor, A.: X-ray crystallographic investigation of the 
changes with age in the structure of the human intervertebral disk, p. 65, in Nature 
and structure of collagen, William Clowes and Sons, Ltd., London, p. 65. 
. Hargraves, M. M.: The L. E. cell phenomenon, Proc. Staff Meet., Mayo Clin. 27: 419 
(Oct.) 1952. 
. Harkness, G. G.: Malignant synovioma, with special reference to diversity of tissue 
differentiation, Australian and New Zealand J. Surg. 22: 60, 1952. 
. Harmon, P. H.: Treatment of degenerative osteoarthritis of the hip with denervation 
produced by total capsular excision, Permanente Found. M. Bull. 9: 24 (Jan.) 1951. 
. Harrington, A. B., and Dewar, H. A.: A case of Sjogren’s disease with scleroderma, 
Brit. M. J. 1: 1302 (June 9) 1951. 
. Harris, R.: Spontaneous rupture of the tendon of extensor pollicis longus as a com- 
plication of rheumatoid arthritis, Ann. Rheumat. Dis. 10: 298 (Sept.) 1951. 
. Harris, R. L, Coulthard, H. S., and Dewar, F. P.: Streptomycin in the treatment of 
bone and joint tuberculosis, J. Bone and Joint Surg. 34A: 279 (Apr.) 1952. 
. Harris, T. N., Abrams, W. B., Leo, T. F. P., and Hubbard, J. P.: Cortisone therapy 
in acute rheumatic carditis; preliminary observations, Circulation 3: 215 (Feb.) 
1951. 
. Harris-Jones, J. N., and Pein, N. K.: Disseminated lupus erythematosus complicated 
by miliary tuberculosis during cortisone therapy, Lancet 2: 115 (July 19) 1952. 
. Harrison, L. B., and Saxton, J. A.: Weber-Christian disease; report of two cases 
treated with cortisone, Missouri Med. 50: 429, 1953. 
. Harrison, M. H. M., Schajowicz, F., and Trueta, J.: Osteoarthritis of the hip; a study 


| 
q 
q 
4 
| 
: 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1151 


of the nature and evolution of the disease, J. Bone and Joint Surg. 35B: 598 
(Nov.) 1953. 

900. Harrison, R. G.: The influence of unilateral nephrectomy on the production of experi- 
mental arthritis in the albino rat, Brit. M. J. 2: 1299 (Dec. 1) 1951. 

901. Harrison, R. G.: Some observations on the aetiology of the diseases of adaptation, 
Rheumatism 8: 62 (July) 1952. 

902. Harrison, R. G., and Barnett, T. J.: Production of arthritis in thyroparathyroidec- 
tomized rat by injections of desoxycortone acetate, Ann. Rheumat. Dis. 12: 275 
(Dec.) 1953. 

903. Hart, F. D.: Cortisone and ACTH in treatment of ankylosing spondylitis, Brit. M. J. 
1: 188 (Jan. 26) 1952. 

904. Hart, F. D.: Phenylbutazone (Butazolidin), Practitioner 171: 84, 1953. 

905. Hart, F. D., Bell, A. C. H., and Organe, G. S. W.: Pregnancy in ankylosing spon- 
dylitis; a report of two cases, Ann. Rheumat. Dis. 10: 54 (Mar.) 1951. 

906. Hart, F. D., and Clark, C. J. M.: Measurement of digital swelling in rheumatoid 
arthritis, Lancet 1: 775 (Apr. 7) 1951. 

907. Hart, F. D., and Husain, O. A. N.: Acute fatal rheumatic fever in an adult, Lancet 
1: 1000 (May 17) 1952. 

908. Hart, G. M.: Post-menopausal osteoporosis of the spine, Geriatrics 5: 321 (Nov.) 
1950. 

909. Hartung, E. F.: Osteoarthritis and its management, Bull. Rheumat. Dis. 1: 13 (Mar.) 
1951. 

910. Hartung, E. F.: Keeping the patient with osteoarthritis employable, Indust. Med. and 
Surg. 22: 312 (July) 1953. 

911. Haserick, J. R.: Preliminary and short reports. Simulation of the lupus erythe- 
matosus phenomenon by materials of fungal origin, J. Invest. Dermat. 16: 211 
Apr.) 1951. 

912. Haserick, J. R.: Plasma L. E. test in systemic lupus erythematosus. Study of 
twenty-three patients with positive L. E. tests, J. A. M. A. 146: 16, 1951. 

913. Haserick, J. R.: Effect of cortisone and corticotropin on prognosis of systemic lupus 
erythematosus; survey of eighty-three patients with positive plasma L. E. tests, 
Arch. Dermat. and Syph. 68: 714, 1953. 

914. Haserick, J. R., and Burdick, K. H.: Systemic lupus erythematosus; failure of 
quinacrine to maintain cortisone- and corticotropin-induced remission, Arch. 
Dermat. and Syph. 68: 339 (Sept.) 1953. 

. Haserick, J. R., Corcoran, A. C., and Dustan, H.: ACTH and cortisone in the acute 
crisis of systemic lupus erythematosus, J. A. M. A. 146: 643, 1951. 

. Haserick, J. R., and Long, R.: Systemic lupus erythematosus preceded by false-posi- 
tive serological tests for syphilis: presentation of five cases, Ann. Int. Med. 37: 559, 
1952. 

. Hasner, E., Jacobsen, H. H., Schalimtzek, M., and Snorrason, E.: Lumbosacral 
transitional vertebrae: a clinical and roentgenologic study of 400 cases of low 
back pain, Acta radiol. 39: 225, 1953. 

. Hauch,.P. P.: Arthrography; a comparative study of arthrography of the knee joint, 
Brit. J. Radiol. 25: 120 (Mar.) 1952. 

. Haydu, G. G.: Rheumatoid arthritis therapy; a rationale and the use of chloroquine 
diphosphate, Am. J. M. Sc. 225: 71 (Jan.) 1953. 

. Haydu, G. G., and Haydu, B. W.: The short-term effect of Pitressin in rheumatoid 
arthritis, Am. J. M. Sc. 223: 1 (Jan.) 1952. 

. Hayes, M. A.: The effect of prolonged local treatment with adrenocortical and sex 
steroids on the intradermal spreading action of hyaluronidase, Endocrinology 52: 
646 (June) 1953. 

. Hayes, M. A., and Baker, B. J.: The effect of parenterally administered adreno- 


if 
: 
| 
Pies 
: 
: 
| 
| 
4 
‘ 


1152 


923. 


924. 


925. 


926. 


927. 


928. 


929. 


930. 


931. 


932. 


933. 


934. 


935. 


936. 


937. 


938. 


940. 


941. 


942. 


. Herrell, W. E., and Barber, T. E.: Treatment of brucellosis with Aureomycin or 


WILLIAM D. ROBINSON ET AL. December 1956 


cortical extract on the intradermal spreading action of hyaluronidase, Endocrinology 

49: 379 (Sept.) 1951. 

Hayes, M. A., and Bridgman, R. M.: Dermal spreading of hyaluronidase as influenced 
by prolonged local treatment with certain steroid hormones, Proc. Soc. Exper. 
Biol. and Med. 77: 597 (Aug.) 1951. 

Hayhoe, F. G. J., and Smith, D. R.: Plasmacytosis in the bone marrow in rheumatoid 
arthritis, J. Clin. Path. 4: 47 (Feb.) 1951. 

Hazleton, L. W., Tusing, T. W., and Holland, E. G.: Acute and chronic toxicity of 
Butazolidin, J. Pharmacol. and Exper. Therap. 109: 387 (Dec.) 1953. 

Heald, C. B.: An inquiry into the treatment of fibrositis, with observations on vas- 
cular communications between bone and muscle, Lancet 2: 659 (Oct. 13) 1951. 

Hellbaum, A. A., Ishmael, W. K., Owens, J. N., Jr., Kuhn, J. F., and Duffy, M.:° 
The prolonged use of testosterone and pregnenolone in the management of chronic 
rheumatoid arthritis, in Symposium on steroid in experimental and clinical prac- 
tice, edited by A. White, 1951, The Blakiston Co., Philadelphia, p. 154. 

Heller, B. I., Jacobson, W. E., and Hammarsten, J. F.: The effect of cortisone in 
glomerulonephritis and the nephropathy of disseminated lupus erythematosus, J. 
Lab. and Clin. Med. 37: 133 (Jan.) 1951. 

Heller, G., Jacobson, A. S., Kolodny, M. H., and Schuman, R. L.: The hemag- 
glutination test for rheumatoid arthritis. An immunological analysis of the 
factors involved in the reaction, J. Immunol. 69: 27 (July) 1952. 

Hemming, A., and Kuzell, W. C.: The pharmacologic and clinical characteristics of 
phenylbutazone (Butazolidin), Antibiotics and Chemotherapy 3: 634 (June) 1953. 

Hench, P. S.: The reversibility of certain rheumatic and nonrheumatic conditions 
by the use of cortisone or of the pituitary adrenocorticotropic hormone, Ann. Int. 
Med. 36: 1 (Jan.) 1952. 

Hench, P. S.: Cortisone, hydrocortisone and corticotropin: Some facts and specula- 
tions with special reference to rheumatoid arthritis, Tr. A. Life Insur. M. Dir. 
America (1951) 35: 5, 1952. 

Henderson, E., Gray, J. W., Weinberg, M., and Merrick, E. Z.: Subcutaneous im- 
plantation of cortisone pellets in rheumatoid arthritis, Science 114: 243 (Aug.) 
1951. 

Henderson, E., Gray, J. W., Weinberg, M., Merrick, E. Z., and Seneca, H.: Cortisone 
plus insulin in the palliative treatment of rheumatoid arthritis: a preliminary study, 
J. Clin. Endocrinol. 11: 119 (Feb.) 1951. 

Henderson, E. D., and Henderson, C. C.: The use of hydrocortisone acetate (com- 
pound F acetate) in the treatment of posttraumatic bursitis of the knee and elbow, 
Minnesota Med. 36: 142 (Feb.) 1953. 

Henderson, L. L.: Sodium salicylate in rheumatic fever; effect of adjuvant medica- 
tion, Am. J. M. Sc. 225: 480 (May) 1953. 

Henstell, H. H., and Freedman, R. L.: Variations in antihyaluronidase titre of normal 
human serum with age and sex, Proc. Soc. Exper. Biol. and Med. 76: 238 (Feb.) 
1951. 

Hepler, O. E., and Stoskopf, M. M.: Modification of Folin’s uric acid method using a 
photoelectric colorimeter, Am. J. Clin. Path. 22: 72 (Jan.) 1952. 

Heptinstall, R. H., and Sowry, G. S. C.: Peripheral neuritis in systemic lupus ery- 
thematosus, Brit. M. J. 1: 525 (Mar. 8) 1952. 

Hermann, I. F., and Smith, R. T.: 3-0-toloxy 1,2-propanediol in the treatment of 
rheumatic diseases, Journal Lancet 71: 271 (July) 1951. 

Herndon, C. H., and Heyman, C. H.: Legg-Perthes disease; an evaluation of treat- 

ment by traction and ischial weight-bearing brace, J. Bone and Joint Surg. 34A: 


25 (Jan.) 1952. 


| | 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1153 


944. 


945. 


946. 


947. 


948. 


949. 


967. 


Terramycin combined with dihydrostreptomycin, Postgrad. Med. 11: 476 (June) 
1952. 

Hersh, A. H., DeMarinis, F., and Stecher, R. M.: On the inheritance and development 
of clinodactyly, Am. J. Human Genet. 5: 257 (Sept.) 1953. 

Hersperger, W. G.: Gold therapy for rheumatoid arthritis: a current evaluation, 
Ann. Int. Med. 36: 571 (Feb.) 1952. 

Herz, R.: Subfascial fat herniation as a cause of low back pain; differential diagnosis 
and incidence in 302 cases of backache, Ann. Rheumat. Dis. 11: 30 (Mar.) 1952. 
Herzog, E. G.: The etiology of Dupuytren’s contracture, Lancet 1: 1305 (June 16) 

1951. 

Hess, E. L., Cobure, A., and Rosenberg, E. F.: Electrophoretic studies on the serum 
of rheumatoid arthritis patients treated with cortisone, J. Lab. and Clin. Med. 38: 
526 (Oct.) 1951. 

Hess, W. C., Kyle, L. H., and Doolan, P. D.: Effect of administration of ACTH and 
cortisone upon blood glutathione levels, Proc. Soc. Exper. Biol. and Med. 76: 418 
(Mar.) 1951. 


. Hetzel, B. S., and Hine, D. C.: The effect of salicylates on the pituitary and supra- 


renal glands, Lancet 2: 94 (July 21) 1951. 


. Hewitt, D., and Stewart, A.: Some epidemiological aspects of acute rheumatism, Brit. 


J. Social Med. 6: 161, 1952. 


. Heymann, S., Kessel, I., Jackson, H., Javett, S. N., and Baudo, J. L.: Septic arthritis 


and osteomyelitis in infancy, J. Pediat. 42: 561, 1953. 


. Hickey, M., Coakley, J. B., Drury, M. I., and Moore, H.: Subarachnoid haemorrhage 


during cortisone therapy, Irish J. M. Sc. 6: 284 (July) 1953. 


. Hickling, R. A.: Gout, leukaemia, and polycythaemia, Lancet 1: 57 (Jan. 10) 1953. 
. Hicks, J. H.: The mechanics of the foot; the joints, J. Anat. 87: 345 (Oct.) 1953. 
. Hicks, J. J., and Cowling, D. C.: A review of cases of polyarteritis nodosa; with 


special reference to the pathology, Australasian Ann. Med. 1: 125, 1952. 


. Hidalgo, J., McClure, C. D., Henderson, J. B., Whitehead, R. W., and Smyth, C. J.: 


Effect on joint permeability of adrenal cortex extract, ACTH, cortisone, hydroxy- 
phenyl cinchoninic acid and hyaluronidase, Proc. Soc. Exper. Biol. and Med. 80: 
97 (May) 1952. 


. Higgins, A. R., Harper, H. A., Kline, E. F., Merrill, R. S., Jones, R. E., Jr., Smith, 


T. W. D., and Kimmel, J. R.: Effects of creatine precursors in arthritis; clinical 
and metabolic study of glycocyamine and betaine, California Med. 77: 14, 1952. 


. Higgins, G. A., and Rider, R. D.: Bleeding gastric ulcer requiring partial gastrectomy 


in a patient receiving cortisone, Am. Surgeon 19: 275 (Mar.) 1953. 


. Higgons, R. A., Hyde, G. M., and Malsch, M. L.: Five hundred patient years of rheu- 


matic disease in children, New York J. Med. 51: 1143 (May) 1951. 


. Highberger, J. H., Gross, J., and Schmitt, F. O.: The interaction of mucoprotein with 


soluble collagen; an electron microscope study, Proc. Nat. Acad. Sc. 37: 286 (May) 
1951. 


. Hill, A. G. S.: C-reactive protein in rheumatic fever, Lancet 2: 558 (Sept. 20) 1952. 
. Hill, K. A., and Lubchenco, A. E.: Osteochondroma of the tendon sheath, J. Internat. 


Coll. Surgeons 20: 562, 1953. 


. Hill, L., and Windeyer, B. W.: Discussion on the place of radiotherapy in the treat- 


ment of the arthritic joint, Proc. Roy. Soc. Med. 45: 543 (Aug.) 1952. 


. Hills, R. G., and Firor, W. M.: The use of more potent cobra venom for intractable 


pain, Am. Surgeon 18: 875 (Sept.) 1952. 


. Hindley-Smith, J. D.: The treatment of the osteoarthritic hip-joint by means of intra- 


articular injections of irgapyrin and Butazolidine, Brit. J. Phys. Med. 16: 137, 1953. 
Hindmarsh, J. R., and Emslie-Smith, D.: Monocytic leukemia presenting as poly- 
arthritis in an adult, Brit. M. J. 1: 593 (Mar. 14) 1953. 


= 
|_| 
af 
954 
= 
: 
962 
963 
964 


968 


969 


970. 


971. 


972. 
973. 
974. 


975. 


976. 
977. 


978. 


979. 
980. 


981. 
982. 


983. 
984. 
985. 
986. 


987. 


988. 


989. 


. Hollander, J. L., Brown, E. M., Jr., Jessar, R. A., and Brown, C. Y.: Comparative 


1154 WILLIAM D. ROBINSON ET AL. December 1956 


. Hines, E. A., Jr., Wakim, K. G., Roth, G. M., and Kierland, R. R.: The effect of 
cortisone and adrenocorticotropic hormone (ACTH) on the peripheral circulation 
and blood pressure in scleroderma, J. Lab. and Clin. Med. 36: 834, 1950. 

. Hinz, C., Lamont-Havers, R. W., Cominsky, B., and Gaines, L. M.: Agranulocytosis 
following use of phenylbutazone (Butazolidin) ; report of a case, J. A. M. A. 151: 
38 (Jan. 3) 1953. 

Hirsch, C.: Surgical interventions on paravertebral tuberculous abscesses, Acta orthop. 
Scandinav. 21: 211, 1951. 

Hirsch, C., Paulson, S., Sylven, B., and Snellman, O.: Biophysical and physiological 
investigations on cartilage and other mesenchymal tissues, Acta orthop. Scandinav. 
22::: 17554053, 

Hirsch, C., and Schajowicz, F.: Studies on structural changes in the lumbar annulus 
fibrosus, Acta orthop. Scandinav. 22: 184, 1953. 

Hirsch, J. G., and Flett, D. M.: Acute rheumatic fever in the young adult white male, 
Am. J. M. Sc. 221: 599 (June) 1951. 

Hoagland, R. J.: Reiter’s syndrome, successful treatment with an antihistamine, M. 
Bull. U. S. Army Europe 9: 456, 1952. 

Hoaglin, L. L., Jr., Demay, H. G., Moody, W. B., and Schenken, J. R.: Dermatomyo- 
sitis; a report of a case with autopsy and literature review, Nebraska M. J. 38: 184 
(May) 1953. 

Hobson, D., and Gorrill, R. H.: Agglutination test for rheumatoid arthritis, Lancet 1: 
389 (Feb. 23) 1952. 

Hodges, J. R.: The function of adrenaline in the production of pituitary adrenocortico- 
trophic activity, J. Endocrinol. 9: 342 (July) 1953. 

Hoen, T. I. Druckemiller, W. H., and Cook, A. W.: Injection of the lumbar inter- 
vertebral disks; a diagnostic method, U. S. Armed Forces M. J. 2: 1067 (July) 
1951. 

Hogan, M. J., Engleman, E. P.;.Thygeson, P., and Krupp, M.: Effect of ACTH and 
cortisone on ocular disease, Am. J. Ophth. 34: 73, part 2 (May) 1951. 

Holborow, E. J., and Keech, M. K.: Hyaluronidase skin spreading effect; an analysis 
of repeated measurements, Brit. M. J. 2: 1173 (Nov. 17) 1951. 

Holbrook, W. P.: Soft tissue rheumatism, GP 6: 53 (Nov.) 1952. 

Holbrook, W. P., Hill, D. F., Stephens, C. A. L., Jr., and Johnson, R. B.: Clinical 
observations with ACTH and various steroids in the maintenance of remission in 
rheumatoid arthritis, in Symposium on steroids in experimental and clinical prac- 
tice, edited by A. White, 1951, The Blakiston Co., Philadelphia, p. 254. 

Holden, W. D., Murphy, J. A., and Portmann, A. F.: Scalenus anticus syndrome; un- 
usual diagnostic and therapeutic aspects, Am. J. Surg. 81: 411 (Apr.) 1951. 

Holland, H. W.: Charcot’s arthropathy of the spine, with note on a case, Brit. J. 
Radiol. 25: 267, 1952. 

Hollander, J. L.: Local effects of compound F (hydrocortisone) injected into joints, 
Bull. Rheumat. Dis. 2: 3 (Oct.) 1951. 

Hollander, J. L.: Intra-articular hydrocortisone in arthritis and allied conditions, J. 
Bone and Joint Surg. 35A: 983 (Oct.) 1953. 

Hollander, J. L.: Intra-articular hydrocortisone in the treatment of arthritis, Ann. Int. 
Med. 39: 735 (Oct.) 1953. 

Hollander, J. L., and Brown, E. M., Jr.: Diagnosis in the arthritides, M. Clin. North 
America 35: 1749 (Nov.) 1951. 

Hollander, J. L., Brown, E. M., Jr., and Elkinton, R.: ACTH and testosterone in 
gouty arthritis: preliminary report, Proceedings 2nd Clinical ACTH Conference, 
Vol. 2, p. 122, edited by J. R. Mote, 1951, The Blakiston Co., Philadelphia. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1155 


effects of compound F (17-hydroxycorticosterone) and cortisone injected locally into 
the rheumatoid arthritic joint, Ann. Rheumat. Dis. 10: 473 (Dec.) 1951. 

. Hollander, J. L., Brown, E. M., Jr., Jessar, R. A., and Brown, C. Y.: Hydrocorti- 
sone and cortisone injected into arthritic joints: comparative effects of and use of 
hydrocortisone as a local anti-arthritic agent, J. A. M. A. 147: 1629, 1951. 

. Hollander, J. L., and Harris, T. N.: Combined salicylate and para-aminobenzoic acid 
(Pabalate) in the treatment of rheumatoid arthritis, Am. J. M. Sc. 221: 398 
(Apr.) 1951. 

. Hollander, J. L., and Horvath, S. M.: Effect of vasodilating and vasoconstricting 
drugs on the temperature of normal and arthritic joints, Arch. Phys. Med. 34: 162 
(Mar.) 1953. 

. Hollander, J. L., Stoner, E. K., Brown, E. M., Jr., and DeMoor, P.: Joint tempera- 
ture measurement in the evaluation of anti-arthritic agents, J. Clin. Investigation 
30: 701 (July) 1951. 

. Hollender, M. H.: Psychological reactions to cortisone; a clinical note, Psychosom. 
Med. 14: 306 (July) 1952. 

. Hollenhorst, R. W., and Henderson, J. W.: The ocular manifestations of the diffuse 
collagen diseases, Am. J. M. Sc. 221: 211 (Feb.) 1951. 

. Holley, H. L., and McLester, J. S.: Manifestations of ascorbic acid deficiency after 
prolonged corticotropin administration, Arch. Int. Med. 88: 760 (Dec.) 1951. 

. Hollinger, N. F.: Antistreptolysin O serum levels: their determination and use as a 
diagnostic aid with particular reference to active rheumatic fever in children, Am. 
J. Pub. Health 43: 561 (May) 1953. 

. Holman, S.: The lupus erythematosus cell inclusion phenomenon, J. Clin. Path. 4: 
290 (Aug.) 1951. 

. Holmdahl, D. E.: New aspects of joint morphophysiology, Acta Soc. Med. Upsal. 58: 
257, 1953. 

. Holmdahl, D. E., and Ingelmark, B. E.: The contact between the articular cartilage 
and the medullary cavities of the bone, Acta orthop. Scandinav. 20: 156, 1950. 

. Holmes, F. W.: Cardiac disorders of collagen diseases, Arizona Med. 9: 32 (Apr.) 
1952. 

. Holmes, M. C., and Rubbo, S. D.: A study of rheumatic fever and streptococcal in- 
fection in different social groups in Melbourne, J. Hyg. 51: 450 (Dec.) 1953. 

. Holmes, T. H., and Wolff, H. G.: Life situations, emotions, and backache, Psychosom. 
Med. 14: 18 (Jan.) 1952. 

. Holmgren, H.: The normal morphology of the joint fluid, Acta orthop. Scandinav. 
20: 97, 1950. 

. Holst, H., and Iversen, P. F.: On the incidence of spondylitis ankylopoietica in a Nor- 
wegian county, Acta med. Scandinav. 142: 333 (Mar.) 1952. 

. Holt, E. P., and O’Dell, R. T.: Peritendinitis calcarea, South. M. J. 45: 400 (May) 
1952. 

1008. Holten, C.: Some observations on treatment of lupus erythematosus disseminatus and 
spondylarthritis ankylopoietica with ACTH and cortisone, Scandinav. J. Clin. and 
Lab. Invest. 2: 309, 1950. 

1008.(a) Holten, C., and Lundbaek, K.: Metabolic and renal diabetes following administra- 
tion of ACTH; a study of blood sugar, urine sugar and blood glutathione during the 
action of ACTH, Scandinav. J. Clin. and Lab. Invest. 2: 317, 1950 

1009. Homburger, F.: Discussion, Symposium on steroids in experimental and clinical 
practice, 1951, edited by A. White, The Blakiston Co., Philadelphia, p. 221. 

1010. Homburger, F., and Bonner, C. D.: Therapeutic studies with ACTH and cortisone; 
long term observations in rheumatoid arthritis and other diseases, Geriatrics 8: 
385 (July) 1953. 

1011. Homburger, F., Dart, R. M., Bonner, C. D., Branche, G., Kasdon, S. C., and Fishman, 


BY 
ae 
as 


1012. 
1013. 


1014. 
1015. 


1016. 


1017. 


1018. 


1019. 


1020. 


1021. 


1022. 


1023. 


1024. 


1025. 
1026. 
1027. 
1028. 
1029. . 


1030. 


1031. 


1032. 


WILLIAM D. ROBINSON ET AL. December 1956 


W. H.: Some metabolic and biochemical effects of methylandrostenediol, J. Clin. 
Endocrinol. 13: 704 (June) 1953. 

Hopewell, J. P.: A benign synovioma of the foot, Brit. J. Surg. 41: 215, 1953. 

Hopkins, J. G.: Subacute disseminated lupus erythematosus; remission after treatment 
with chloramphenicol, Arch. Dermat. and Syph. 63: 792 (June) 1951. 

Horowitz, R. M., and Ullyot, G. E.: Desmethylcolchicine, a constituent of USP col- 
chicine, Science 115: 216, 1952. 

Horowitz, W., Gersh, E., and Burstein, J.: Active rheumatic fever during pregnancy, 
J. A. M. A. 147: 42, 1951. 

Horwitz, M.: Bronchial asthma, rheumatoid arthritis and the connective tissue dis- 
eases; treatment with cortisone and ACTH, South African M. J. 27: 213 (Mar.) 
1953. 

Horwitz, T.: Degenerative osteoarthritis of the hip joint; pathogenesis of the enlarged 
femoral head (coxa magna) and defective acetabulum, Am. J. Roentgenol. 67: 95 
(Jan.) 1952. 

Houser, H. B., Eckhardt, G. C., Hahn, E. O., Denny, F. W., Wannamaker, L. W., and 
Rammelkamp, C. H., Jr.: Effect of Aureomycin treatment of streptococcal sore 
throat on the streptococcal carrier state, the immunologic response of the host and 
the incidence of acute rheumatic fever, Pediatrics 12: 593 (Dec.) 1953. 

Howard, L. G.: Neck and shoulder pain syndromes, M. Clin. North America 38: 1289 
(Sept.) 1952. 

Howe, G. W., Armbrust, C. A., Jr., Levy, M. D., Jr., and Wagner, E. L.: Preliminary 
report of the anti-rheumatic action of heparin and paritol-C in gout and rheumatoid 
arthritis, Am. J. M. Sc. 223: 258 (Mar.) 1952. 

Howell, T. H.: Some clinical uses of tetraethylammonium bromide, Practitioner 167: 
641 (Dec.) 1951. 

Howes, D. W.: A virus isolated from a case resembling epidemic pleurodynia: a pre- 
liminary report, M. J. Australia 2: 597 (Nov. 3) 1951. 

Huebner, R. J., Beeman, E. A., Cole, R. M., Beigelman, P. S., and Bell, J. A.: Medical 
progress; the importance of Coxsackie viruses in human disease, particularly her- 
pangina and epidemic pleurodynia, New England J. Med. 247: 249 (Aug. 14); 
247: 285 (Aug. 21) 1952. 

Huebner, R. J., Risser, J. A., Bell, J. A., Beeman, E. A., Beigelman, P. M., and 
Strong, J. C.: Epidemic pleurodynia in Texas; a study of 22 cases, New England 
J. Med. 248: 267, 1953. 

Hughes, R. H., and Niess, O. K.: Acute suppurative arthritis of the hip; report of a 
case, U. S. Armed Forces M. J. 2: 183 (Feb.) 1951. 

Hulbert, N. G.: Miliary tuberculosis in a case of acute disseminated lupus erythema- 
tosus treated with ACTH, Proc. Roy. Soc. Med. 45: 167 (Apr.) 1952. 

Humphrey, J. H.: Effect of cortisone upon experimental hypersensitivity reactions, 
Brit. J. Exper. Path. 32: 274 (June) 1951. 

Hunt, A. H., and Todd, I. P.: Cavernous haemangioma of the knee joint; report of a 
case, J. Bone and Joint Surg. 33B: 106 (Feb.) 1951. 

Hunt, T. E., and Blanchard, A. J.: Rheumatoid nodules; a study in their pathogenesis 
and the effects of cortisone and ACTH, Ann. Rheumat. Dis. 10: 337, 1951. 

Hunter, J., Kerr, E. H., and Whillans, M. G.: The relation between joint stiffness 
upon exposure to cold and the characteristics of synovial fluid, Canad. J. M. Sc. 
30: 367 (Oct.) 1952. 

Hunter, J., and Whillans, M. G.: A study of the effect of cold on joint temperature 
and mobility, Canad. J. M. Sc. 29: 255 (Oct.) 1951. 

Hussar, A. E., and Trevathan, R. D.: Exfoliative dermatitis from gold-therapy oc- 
curring during administration of cortisone, Am. Pract. and Digest Treat. 4: 122 

(Feb.) 1953. 


a 
7 
\ 
4 
| 


1033. 
1034. 
1035. 
1036. 
1037. 
1038. 


1039. 


. Jacobson, W. E., Heller, B. I., and Hammarsten, J. F.: The effect of cortisone in 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1157 


Hutcheson, J. B.: Acute lateral ankle sprains treated by sural nerve block, U. S. 
Armed Forces M. J. 2: 799 (May) 1951. 

Hutcheson, J. M.: Visceral lesions of scleroderma, Virginia M. Monthly 78: 459, 1951. 

Hutton, C. F.: Osteitis condensans ilii, Brit. J. Radiol. 26: 490 (Sept.) 1953. 

Icenogle, G. D.: Collagen diseases, Journal Lancet 72: 399 (Sept.) 1952. 

Ihle, C. M.: Degenerative disease of the hip joint, Wisconsin M. J. 52: 229 (Apr.) 
1953. 

Ihrke, R. E.: The collagen diseases; differential diagnosis with special reference to the 
eye, ear, nose, and throat, Eye, Ear, Nose and Throat Monthly 31: 295 (June) 1952. 

Inderbitzen, T.: The experimental production of leukocytic changes in normal blood 
similar to LE-cells and morphologically identical with LE-cells, J. Invest. Dermat. 
20: 67, 1953. 


. Ingalls, R. G.: Bilateral uveitis and keratitis accompanying periarteritis nodosa, Tr. 


Am. Acad. Ophth. 55: 630 (July) 1951. 


. Ingbar, S. H., Kass, E. H., Burnett, C. H., Relman, A. S., Burrows, B. A., and Sisson, 


J. H.: The effects of ACTH and cortisone on the renal tubular transport of uric 
acid, phosphorus, and electrolytes in patients with normal renal and adrenal function, 


J. Lab. and Clin. Med. 38: 533 (Oct.) 1951. 


. Ingelmark, B. E.: The nutritive supply and nutritional value of synovial fluid, Acta 


orthop. Scandinav. 20: 144, 1950. 


. Ingelmark, B. E., and Frantzell, A.: Muscle changes in connection with rheumatoid 


arthritis and osteoarthritis ; a roentgenological study of the extremital fat, Acta Soc. 
Med. Upsal. 57: 83, 1952. 


. Ingle, D. J.: The functional interrelationship of the anterior pituitary and the adrenal 


cortex, Ann. Int. Med. 35: 652 (Sept.) 1951. 


. Ingle, D. J., and Meeks, R. C.: Suppression of glycosuria during administration of 


large doses of aspirin to force-fed partially depancreatectomized rats, Am. J. 
Physiol. 171: 600 (Dec.) 1952. 


. Ingram, M. D., Jr.: Calcinosis in scleroderma, Am. J. Roentgenol. 68: 918 (Dec.) 


1952. 


. Irons, E. N., Ayer, J. P., Brown, R. G., and Armstrong, S. H., Jr.: ACTH and cor- 


tisone in diffuse collagen disease and chronic dermatoses; differential therapeutic 
effects, J. A. M. A. 145: 861, 1951. 


. Irvine, R. E., and Osborn, D. A.: A case of polyarteritis nodosa, Guy’s Hosp. Rep. 


101: 68, 1952. 


. Ishmael, W. K.: Degenerative arthritis in the aging, Geriatrics 7: 284 (Sept.) 1952. 
. Ishmael, W. K., and Shorbe, H. B.: Care of the back, 1953, J. B. Lippincott Co., 


Philadelphia. 


. Israel, H. L.: The pulmonary manifestations of disseminated lupiis erythematosus, 


Am. J. M. Sc. 226: 387, 1953. 


. Israel, H. L., DeLamater, E., Sones, M., Willis, W. D., and Mirmelstein, A.: Chronic 


disseminated histoplasmosis; an investigation of its relationship to sarcoidosis, Am. 


J. Med. 12: 252 (Feb.) 1952. 


. Isserlin, B.: The role of surgery in the treatment of osteoarthritis of the knee, Rheu- 


matism 8: 87 (Oct.) 1952. 


. Jackson, A., and Kass, I.: The relationship between periarteritis nodosa and sarcoido- 


sis, Ann. Int. Med. 38: 288 (Feb.) 1953. 


. Jacobs, H. J.: Acute disseminated lupus erythematosus with hemolytic anemia in a 


10-year old child, J. Pediat. 42: 728, 1953. 


. Jacobson, S. M.: Rheumatic fever, West Virginia M. J. 47: 331 (Oct.) 1951. 
. Jacobson, W. E.: Clinicopathological conference; periarteritis nodosa complicated by 


infarct of the ileum with perforation, Journal Lancet 72: 377 (Aug.) 1952. 


1045 
1048 
1050 
2 
1057 


WILLIAM D. ROBINSON ET AL. December 1956 


glomerulonephritis and the nephropathy of disseminated lupus erythematosus, Min- 
nesota Med. 34: 541 (June) 1951. 
1059. Jacox, R. F., and Gale, R. G.: The reaction of human serum with a quaternary am- 
monium salt; results of a serial study in acute rheumatic fever, J. Lab. and Clin. 
Med. 37: 728 (May) 1951. 
. Jacox, R. F., Johnson, M. K., and Koontz, R.: Transport of radioactive sodium across 
the synovial membrane of normal human subjects, Proc. Soc. Exper. Biol. and Med. 
80: 655, 1952. 
. Jaffe, H. L., and Selin, G.: Tumors of bones and joints, Bull. New York Acad. Med. 
27: 165 (Mar.) 1951. 
. Jager, B. C., Brown, H., and Nickerson, M.: Alterations in plasma protein, plasma 
volume, and volume of packed red cells in patients receiving ACTH or cortisone, 
J. Lab. and Clin. Med, 37: 431 (Mar.) 1951. 
. James, J. A., and Bolton, F. G.: Amyloidosis in Still’s disease, Ann. Rheumat. Dis. 
10: 250 (Sept.) 1951. 
. Janton, O. H., Glover, R. P., O’Neill, T. J. E., Gregory, J. E., and Froio, G. F.: Re- 
sults of the surgical treatment for mitral stenosis, Circulation 6: 321, 1952. 
. Jaques, W. E.: Sarcoidosis—a review and proposed etiologic concept, Arch. Path. 53: 
558 (June) 1952. 
. Jaros, S. H.: Hypothesis on physiochemical pathogenesis of hypersensitivity states and 
collagenous diseases, Ann. Allergy 9: 133 (Mar.); 9: 165 (Apr.) 1951. 
. Jarvinen, K. A. J.: Factors aggravating the symptoms of rheumatoid arthritis, Rheu- 
matism 7: 33 (July) 1951. 
. Jarvinen, K. A. J.: Observations on the use of thiouracil in rheumatoid arthritis, Ann. 
Rheumat. Dis. 11: 47 (Mar.) 1952. 
1069. Jarvinen, K. A. J.: Aggravation of the symptoms of rheumatoid arthritis through the 
action of atropine, Ann. med. int. Fenniae 41: 177, 1952. 
1070. Jeanloz, R. W.: The methyl ester of methylated hyaluronic acid, J. Biol. Chem. 197: 
141 (July) 1952. 
1071. Jefferson, M.: Laterally placed cervical discs; review of twelve cases, Lancet 1: 129 
(Jan. 20) 1951. 
1072. Jeffrey, M. R.: Plasma and red cell catalase in rheumatoid. arthritis, J. Lab. and Clin. 
Med. 39: 390 (Mar.) 1952. 
1073. Jeffrey, M. R.: Anaemia of rheumatoid arthritis, Ann. Rheumat. Dis. 11: 162 (June) 
1952. 
1074. Jeffrey, M. R.: Some observations on anemia in rheumatoid arthritis, Blood 8: 502 
(June) 1953. 
1075. Jeffrey, M. R.: Intravenous iron in rheumatoid arthritis; possible prognostic factors, 
Brit. M. J. 2: 912 (Oct. 24) 1953. 
1076. Jelliffe, A. M., Stewart, P. B., and Beaumont, G. E.: ACTH by intravenous infusion ; 
preliminary communication, Lancet 1: 1260 (June 9) 1951. 
1077. Jenkins, S. A.: Periarticular lesions of the shoulder, Physiotherapy 37: 90 (May) 
1951. 
1078. Jenkinson, E. L., Norman, R. C., and Wilson, J. A.: Radiation therapy of the non- 
traumatic painful shoulder, Radiology 58: 192 (Feb.) 1952. 
1079. Jensen, S. B., and Andersen, P. T.: Arthrography as a diagnostic aid in lesions of the 
knee joint, Acta chir. Scandinav. 103: 302, 1952. 
1080. Jessar, R. A., Ganzell, M. A., and Ragan, C.: The action of hydrocortisone in synovial 
inflammation, J. Clin. Investigation 32: 480 (June) 1953. 
1081. Jessar, R. A., Lamont-Havers, R. W., and Ragan, C.: Natural history of lupus 
erythematosus disseminatus, Ann. Int. Med. 38: 717 (Apr.) 1953. 
1082. Johnson, A. L., and Ferencz, C.: The effect of cortisone therapy on the incidence of 
rheumatic heart disease, New England J. Med. 248: 845, 1953. 


} 
= 
1158 
J 
at 


1083. 


1084. 
1085. 


1086. 
1087. 


1088. 
1089. 
1090. 
1091. 
1092. 
1093. 
1094, 
1095. 
1096. 
1097. 
1098. 
1099. 
1100. 


1101. 


1102. 


1103. 
1104. 


1105. 
1106. 
1107. 


1108. 


. Kass, I., Jackson, A., and Slavin, M.: The treatment of sarcoidosis with cortisone: 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1159 


Johnson, A. L., McCall, M. F., Harpur, E. R., Burns, A., and Wolman, B.: Cortisone 
and ACTH in the treatment of rheumatic fever, Canad. M. A. J. 66: 225 (Mar.) 
1952. 

Johnson, H. M.: Effect of splenectomy in acute systemic lupus erythematosus, Arch. 
Dermat. and Syph. 68: 699, 1953. 

Johnson, S. A. M., and Meyer, O. O.: The treatment of lupus erythematosus dis- 
seminatus with cortisone, Am. J. M. Sc. 223: 9 (Jan.) 1952. 

Johnstone, J. M.: True uric acid values, J. Clin. Path. 5: 317, 1952. 

Jonas, A. D.: Muscular dysfunction under emotional stress; diagnosis and treatment, 
Am. Pract. and Digest Treat. 2: 36 (Jan.) 1951. 

Jones, C., and Randall, D. H.: Thoracic inlet neurovascular interference, Brit. J. Surg. 
40: 128, 1952. 

Jonsson, E.: Diagnostic problems in rheumatoid arthritis, Ann. med. int. Fenniae 42: 
38, 1953. 

Joos, H. A., and Katsampes, C. P.: A community study of rheumatic fever, Am. J. 
Dis. Child. 83: 37 (Jan.) 1952. 

Joos, H. A., Yu, P. N. G., and Katsampes, C. P.: Q-T. interval in diagnosis of rheu- 
matic fever, Am. J. Dis. Child. 83: 320 (Mar.) 1952. 

Joseph, N. R., Engel, M. B., and Catchpole, H. R.: Interaction of ions and connective 
tissue, Biochim. et Biophys. Acta 8: 575, 1952. 

Josey, A. I.: The importance of the cervical spine to the internist, Ann. Int. Med. 35: 
375 (Aug.) 1951. 

Joslin, B. S., and Howard, A.: Hemophilus influenzae pyarthrosis and meningitis 
treated with Aureomycin, J. Pediat. 38: 375 (Mar.) 1951. 

Judovich, B. D.: Herniated cervical disc; a new form of traction therapy, Am. J. 
Surg. 84: 646, 1952. 

Kahn, L., Brown, G., and Goldring, D.: Wetzel grid analysis of rheumatic children, 
J. Pediat. 41: 47 (July) 1952. 

Kalbak, K.: Combined treatment with sanocrysin and ACTH in small doses, Scan- 
dinav. J. Clin. and Lab. Invest. 3: 63, 1951. 

Kalbak, K.: Thymol reaction in rheumatoid arthritis, Ann. Rheumat. Dis. 10: 182 
(June) 1951. 

Kalckar, H. M.: Differential spectrophotometry of purine compounds by means of 
specific enzymes, J. Biol. Chem. 167: 429, 1947. 

Kampmeier, R. H., and Shapiro, J.: The diverse and sometimes recurrent course of 
diffuse arteritis, Tr. A. Am. Physicians 65: 323, 1952. 

Kampmeier, R. H., and Shapiro, J. L.: Diffuse and sometimes recurrent course of 
diffuse arteritis; observations and report of a patient observed for twenty-one years, 
Arch. Int. Med. 92: 856 (Dec.) 1953. 

Kanof, A.: Ehlers-Danlos syndrome; report of a case with suggestion of a possible 
causal mechanism, Am. J. Dis. Child. 83: 197 (Feb.) 1952. 

Kaplan, C. J.: Clinical backache, South African M. J. 26: 871, 1952 

Karani, S. B.: Polydermatomyositis haemorrhagica, Proc. Roy. Soc. Med. 44: 921 
(Nov.) 1951. 

Karani, S.: Lupus erythematosus, periarteritis nodosa and miliary tuberculosis; report 
on an unusual case, Post-Grad. M. J. 29: 321, 1953. 

Karshner, R. G., and Hanafee, W.: Palm thorns as a cause of joint effusion, Radiology 
60: 592, 1953. 

Kashtan, H. A.: Hydrocortisone (compound F) in arthritic joints, Harper Hosp. Bull. 
10: 143 (Sept.) 1952. 

Kass, E. H., and Finland, M.: Role of adrenal steroids in infection and immunity, 
New England J. Med. 244: 464, 1951. 


Se 
* 


1110. 


1111. 


1112. 


1113. 


1114. 


1115. 


1117. 


1118. 


1119. 


1120. 


1121. 


1122. 


1116. 


1123. 


1124. 


1125. 
1126. 


1127. 


1128. 


1129. 


1130. 


1131. 


1132. 


1133. 


1160 WILLIAM D. ROBINSON ET AL. December 1956 


a discussion as to its mode of action, Am. Pract. and Digest Treat. 4: 503 (Aug.) 

1953. 

Katsman, A.: Polyarthritis and erythema nodosum in sarcoidosis, New York J. Med. 
53: 1459 (June) 1953. 

Kaufman, N., Mason, E. J., and Kinney, T. D.: The effect of steroids on fibroblast 
migration in vitro. I. Cortisone, its inhibitory effect. II. 17-hydroxycorticosterone, 
its inhibitory effect, Am. J. Path. 29: 761 (July) 1953. 

Kaufman, W.: Food-induced, allergic musculoskeletal syndromes, Ann. Allergy 11: 
179 (Mar.) 1953. 

Kauffmann, F.: Diagnosis and treatment of gout; effects of pituitary adrenocortico- 
tropic hormone (ACTH) in the acute attack, Am. Pract. and Digest Treat. 2: 146 
(Feb.) 1951; correction 2: 310 (Apr.) 1951. 

Kaye, M. A. G., and Stacey, M.: Chemistry of tissues; methylation studies on hyalu- 
ronic acid, Biochem. J. 48: 249, 1951. 

Kearney, P. A., and Murray, H. A.: Cortisone and ACTH in rheumatic fever, J. M. 
Soc. New Jersey 49: 423, 1952. 

Keats, A. S., D’Alessandro, G. L., and Beecher, H. K.: A controlled study of pain 
relief by intravenous procaine, J. A. M. A. 147: 1761 (Dec. 29) 1951. 

Keefer, C. S.: Symposium on specific methods of treatment; collagen diseases: pa- 
thology and clinical course, M. Clin. North America 35: 1267 (Sept.) 1951. 

Keith, J. D., and Neill, C. A.: Rheumatic fever treated with cortisone and ACTH, 
Canad. M. A. J. 64: 193 (Mar.) 1951. 

Kelley, V. C.: Acute phase reactants: serum nonglucosamine polysaccharides in pa- 
tients with rheumatic fever and related conditions, J. Pediat. 40: 405 (Apr.) 1952. 

Kelley, V. C.: Acute phase reactants: serum hexosamines in patients with rheumatic 
fever and related diseases, J. Pediat. 40: 413 (Apr.) 1952. 

Kelley, V. C.: Corticotropin (ACTH) therapy of initial attacks of acute rheumatic 
fever in children, Am. J. Dis. Child. 84: 151 (Aug.) 1952. 

Kelley, V. C., Adams, F. H., and Good, R. A.: Serum mucoproteins in patients with 
rheumatic fever, Pediatrics 12: 607 (Dec.) 1953. 

Kelley, V. C., Ely, R. S., Raile, R. B., and Bray, P. F.: Comparison of eosinophil and 
circulating 17-hydroxycorticosteroid responses to epinephrine and ACTH, Proc. Soc. 
Exper. Biol. and Med. 81: 611 (Dec.) 1952. 

Kellgren, J. H.: The effect of ACTH on the peripheral circulation, J. Endocrinol. 7: 
Ixxix (Oct.) 1951. 

Kellgren, J. H.: Some concepts of rheumatic disease, Brit. M. J. 1: 1093, 1952. 
Kellgren, J. H., Ball, J., Astbury, W. T., Reed, R., and Beighton, E.: Biophysical 
studies of rheumatoid connective tissue, Nature, London 168: 493 (Sept.) 1951. 
Kellgren, J. H., Ball, J., and Tutton, G. K.: The articular and other limb changes in 
acromegaly; a clinical and pathological study of 25 cases, Quart. J. Med. 21: 405 

(Oct.) 1952. 

Kellgren, J. H., and Janus, O.: The eosinopenic response to cortisone and ACTH in 
normal subjects, Brit. M. J. 2: 1183 (Nov. 17) 1951. 

Kellgren, J. H., Janus, O., Moore, R., and Jackson, D. S.: Responsiveness to ACTH 
and cortisone in rheumatoid arthritis, Brit. M. J. 1: 997 (May 10) 1952. 

Kellgren, J. H., and Lawrence, J. S.: Rheumatism in miners; x-ray study, Brit. J. 
Indust. Med. 9: 197 (July) 1952. 

Kellgren, J. H., Lawrence, J. S., and Aitken-Swan, J.: Rheumatic complaints in an 
urban population, Ann. Rheumat. Dis. 12: 5 (Mar.) 1953. 

Kellgren, J. H., and Moore, R.: Generalized osteoarthritis and Heberden’s nodes, Brit. 
M., J. 1: 181 (Jan. 26) 1952. 

Kellie, A. E., and Wade, A. P.: Urinary steroid excretion in rheumatoid arthritis, 

Brit. M. J. 2: 594 (Sept. 12) 1953. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1161 


1134. 


1135. 


1136. 


1137. 


1138. 


1139. 


1140. 


1141. 


1142. 


1143. 


1144, 


1145. 


1146. 


1147. 


1148. 


1149. 


1150. 


1151. 


1152. 


1153. 


1154. 
1155. 


1156. 


1157. 


1158. 


1159. 


Kelly, M.: The neurogenic factor in rheumatic inflammation, M. J. Australia 1: 859 
(June 16) 1951. 

Kelly, M.: An acrylic splint for the arthritic hand, M. J. Australia 2: 229 (Aug. 18) 
1951. 

Kelly, M.: Monarticular trauma and rheumatoid arthritis, Ann. Rheumat. Dis. 10: 
307 (Sept.) 1951. 

Kelly, M.: Chronic rheumatic (rheumatoid) monarthritis, M. J. Australia 2: 79 
(July 19) 1952. 

Kelly, M.: Chronic rheumatic (rheumatoid) diarthritis and the shoulder-hand syn- 
drome, M. J. Australia 1: 330 (Mar. 7) 1953. 

Kelly, M.: The treatment of chronic rheumatism with Butazolidin, M. J. Australia 1: 
690 (May 16) 1953. 

Kelly, M.: Continuous immobilization of joints in rheumatoid arthritis, M. J. Aus- 
tralia 2: 95 (July 18) 1953. 

Kenin, A.: Tuberculosis of the subdeltoid bursa, Bull. Hosp. Joint Dis. 11: 128 (Oct.) 
1950. 

Kenney, Gen. G. C.: Annual report 1953-54, Arthritis and Rheumatism Foundation, 
23 West 45th St., New York, New York. 

Kerdasha, R.: Perforated gastric ulcer during cortisone therapy for rheumatoid ar- 
thritis; report of a case, J. M. Soc. New Jersey 50: 343 (Aug.) 1953. 

Kersley, G. D., and Desmarais, M. H. L.: Intra-articular hydrocortisone acetate in 
rheumatoid arthritis, Lancet 2: 269 (Aug. 9) 1952. 

Kersley, G. D., and Mandel, L.: Toxic effects of phenylbutazone, Lancet 1: 1046 
(May 23) 1953. 

Kersley, G. D., Mandel, L., and Bene, E.: Gout: observations on the effects of drugs 
on plasma uric acid and urinary uric acid, Ann. Rheumat. Dis. 10: 353 (Sept.) 1951. 

Kersley, G. D., Mandel, L., and Desmarais, M. H. L.: Absence of response to corti- 
sone, Brit. M. J. 2: 540 (Sept. 6) 1952. 

Kersley, G. D., Mandel, L., and Jeffrey, M. R.: ACTH in the diagnosis of gout, 
Lancet 1: 637 (Mar.) 1951. 

Kersley, G. D., Mandel, L., and Jeffrey, M. R.: Gold, sodium, and liver function in 
rheumatoid arthritis, Ann. Rheumat. Dis. 12: 29 (Mar.) 1953. 

Kersley, G. D., Mandel, L., Jeffrey, M. R., Bene, E., and Taylor, K. B.: Hypo- 
glycaemia in treatment of rheumatoid arthritis, Brit. M. J. 2: 574 (Sept. 8) 1951. 

Kersley, G. D., Mandel, L., Taylor, K. B., and Jeffrey, M. R.: Spontaneous hypo- 
glycaemia after insulin therapy in rheumatoid arthritis, Brit. M. J. 2: 578 (Sept. 8) 
1951. 

Keschner, H. W.: Kidney changes in gout, Delaware State M. J. 24: 67 (Mar.) 1952. 

Kessler, H. H.: The office management of low back pain; including the care of the 
industrial back, J. M. Soc. New Jersey 49: 354 (Aug.) 1952. 

Kessler, H. H.: Arthritis and employment, Connecticut M. J. 17: 391 (May) 1953. 

Kessler, M. M.: Vitamin E therapy in the treatment of myopathies, J. M. Soc. New 
Jersey 48: 164 (Apr.) 1951. 

Kestler, O. C.: Collagenous pseudotumours of the hands, Ann. Rheumat. Dis. 11: 282 
(Dec.) 1952. 

Key, J. A.: Differential diagnosis of ankylosing arthritis of the spine from interverte- 
bral disc lesions, Rheumatism 7: 78 (Oct.) 1951. 

Key, J. A.: Indications for operation in disc lesions in the lumbosacral spine, Ann. 
Surg. 135: 886 (June) 1952. 

Kidd, E. G., Boyce, K. C., and Freyberg, R. H.: Clinical studies of phenylbutazone 
(Butazolidin) and butapyrin (Irganpyrin) in rheumatoid arthritis, rheumatoid 
spondylitis, and gout, Ann. Rheumat. Dis. 12: 20 (Mar.) 1953. 


= 

| 


1162 WILLIAM D. ROBINSON ET AL. December 1956 


1160. Kiehn, C. L.: Meniscectomy for internal derangement’ of temporomandibular joint, 
Am. J. Surg. 83: 364 (Mar.) 1952. 

1161. Kiely, J. M., and Stickney, M.: Agranulocytosis caused by phenylbutazone and 4- 
amino-antipyrine, Proc. Staff Meet., Mayo Clin. 28: 341 (June 17) 1953. 

1162. Kier, J. H., Gendel, B. R., and Rich, J. R.: Perforated peptic ulcer during cortisone 
administration, Am. Pract. and Digest Treat. 4: 510 (Aug.) 1953. 

1163. Kierland, R. R., Brunsting, L. A., and O’Leary, P. A.: Quinacrine hydrochloride 
(Atabrine) in the treatment of lupus erythematosus, Arch. Dermat. and Syph. 68: 
651, 1953. 

1164. Kierland, R. R., and Hines, E. A., Jr.: Cortisone and corticotropin (ACTH) in treat- 
ment of scleroderma, Arch. Dermat. and Syph. 64: 549 (Nov.) 1951. 

1165. Kierulf, E.: Spondylolysis—spondylolisthesis, Acta radiol. 36: 253 (Sept.) 1951. 

1166. Killough, J. H., Magill, G. B., and Smith, R. C.: Terramycin, chloramphenicol and 
Aureomycin in acute brucellosis, J. A. M. A. 145: 553, 1951. 

1167. King, E. Q., Johnson, J. B., Batten, G. S., and Henry, W. L.: Tuberculosis following 
cortisone therapy; report of a case of rapidly progressive pulmonary tuberculosis 
following cortisone therapy for rheumatoid arthritis, J. A. M. A. 147: 238, 1951. 

1168. King, E. S. J.: Tissue differentiation in malignant synovial tumours, J. Bone and Joint 
Surg. 34B: 97, 1952. 

1169. King-Brown, R., and Recht, W.: Brucella spondylitis; review of the literature and 
report on two cases, Post-Grad. M. J. 28: 251 (Apr.) 1952. ’ 

1170. Kinsell, L. W.: The clinical application of pituitary adrenocorticotropic and adrenal 
steroid hormones; background and fundamental concepts, Ann. Int. Med. 35: 615 
(Sept.) 1951. 

117]. Kinsell, L. W.: ACTH and cortisone—after nearly four years of intensive clinical and 
experimental evaluation, J. Clin. Endocrinol. 13: 120 (Jau.) 1953. 

1172. Kinsell, L. W., Boling, L., Partridge, J. W., and Foreman, N.: Corticotropin 
(ACTH) and cortisone; newer concepts of their use in clinical practice, California 
Med. 78: 487, 1953. 

1173. Kinsell, L. W., Olson, F., Boling, L., Partridge, J., and Margen, S.: Modification of 
the clinical and metabolic effects of ACTH by dietary means, J. Clin. Endocrinol. 
11: 1030 (Sept.) 1951. 

1174. Kinsell, L. W., Partridge, J. W., Boling, L., and Margen, S.: Dietary modification of 
the metabolic and clinical effects of ACTH and cortisone, Ann. Int. Med. 37: 921 
(Nov.) 1952. 

1175. Kipkie, G. F., and Johnson, D. S.: Possible pathogenic mechanisms responsible for 
human periarteritis nodosa; as suggested by the occurrence of two instances of this 
disease in association with glomerulonephritis, Arch. Path. 51: 387 (Apr.) 1951. 

1176. Kirk, J. E., and Chief, M.: Tocopherol administration to patients with Dupuytren’s 
contracture: effect on plasma tocopherol levels and degree of contracture, Proc. 
Soc. Exper. Biol. and Med. 80: 565, 1952. 

1177. Kirkendall, W. M., Hodges, R. E., and January, L. E.: The ACTH-like effect of fever 
in man, J. Lab. and Clin. Med. 37: 771 (May) 1951. 

1178. Kirschner, L., and Howie, J. B.: Rheumatic-like lesions in the heart of the rabbit ex- 
perimentally induced by repeated inoculation with haemolytic streptococci, J. Path. 
and Bact. 64: 367 (Apr.) 1952. 

1179. Kirsner, J. B., Klotz, A. P., and Palmer, W. L.: Unfavorable course of gastric ulcer 
during administration of ACTH and cortisone, Gastroenterology 20: 27 (Jan.) 1952. 

1180. Kite, J. H., and French, G. O.: The early diagnosis of flat-headed femur, South M. J. 
45: 581 (July) 1952. 

1181. Kittredge, W. E., and Downs, R.: The role of gout in the formation of urinary calculi, 

J. Urol. 67: 841 (June) 1952. 


a 
| 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1163 


1182 


1183. 


1184. 


. Klein, R., and Harris, S. B.: Oral procaine for musculoskeletal pain, New York J. 
Med. 53: 2832 (Dec.) 1953. 

Kleinberg, S.: Calcareous subdeltoid bursitis, Bull. Hosp. Joint Dis. 14: 51 (Apr.) 
1953, 

Kleinschmidt, R. F., and Johnston, J. M.: Miliary tuberculosis in a cortisone treated 
patient: case report with autopsy, Ann. Int. Med. 35: 694 (Sept.) 1951. 


1185. Klemes, I. S.: Use of vitamin Bi in treatment of acute subdeltoid bursitis, Indust. 
Med. and Surg. 22: 352 (Aug.) 1953. 

1186. Klemperer, P.: Changing patterns in the definition of acute lupus erythematosus, J. 
Mt. Sinai Hosp. 17: 793 (Mar.) 1951. 

1187. Klemperer, P.: The role of the connective tissue in diseases of the cardiovascular sys- 
tem, Bull. New York Acad. Med. 28: 204 (Apr.) 1952. 

1188. Klinefelter, H. F., Jr.: Arthritis and rheumatism, Maryland M. J. 2: 508 (Sept.) 1953. 

1189. Kloempken, R. C., and Montgomery, M. M.: Severe febrile reaction to probenecid 
(Benemid) occurring in a patient with chronic gout, J. Lab. and Clin. Med. 40: 
820 (Nov.) 1952. 

1190. Knight, V., Ruiz Sanchez, F., and Ruiz Sanchez, A.: Terramycin in treatment of 
human brucellosis, Arch. Int. Med. 87: 835 (June) 1951. 

1191. Knutsson, F.: Diabetic arthropathy, Acta radiol. 36: 114 (Aug.) 1951. 

1192. Kobernick, S. D.: Experimental rheumatic carditis, periarteritis nodosa and glomerulo- 
nephritis, Am. J. M. Sc. 224: 329 (Sept.) 1952. 

1193. Kohn, K. H., Milzer, A., and MacLean, H.: Prophylaxis of recurrences of rheumatic 
fever with penicillin given orally; final report of a five year study, J. A. M. A. 151: 
347, 1953. 

1194. Kollberg, G.: An unusual case of tuberculosis of the knee joint, Acta orthop. Scan- 
dinav. 21: 228, 1951. 

1195. Kornblum, D., Clayton, M. L., and Nash, H. H.: Nontraumatic cervical dislocations in 
rheumatoid spondylitis, J. A. M. A. 149: 431, 1952. 

1196. Koskoff, Y. D., Morris, L. E., and Lubie, L. G.: Paraplegia as a complication of gout, 
J. A. M. A. 152: 37, 1953. 

1197. Kowalski, H. J., Reynolds, W. E., and Rutstein, D. D.: Electrolyte and water re- 
sponses of normal subjects during cortisone administration, Proc. Soc. Exper. Biol. 
and Med. 83: 795 (Aug.) 1953. 

1198. Kraft, G. L., and Levinthal, D. H.: Facet synovial impingement; a new concept in the 
etiology of lumbar vertebral derangement, Surg., Gynec. and Obst. 93: 439 (Oct.) 
1951. 

1199. Krainin, P.: Gastric ulcer with massive hemorrhage following use of phenylbutazone; 
report of a case, J. A. M. A. 152: 31, 1953. 

1200. Kraus, H.: Diagnosis and treatment of low back pain, GP 5: 55 (Apr.) 1952. 

1201. Kreidberg, M. B., Cleroux, A. P., and Rosenberg, I. N.: Clinical evaluation of 
corticotropin therapy in children, J. Pediat. 39: 397 (Oct.) 1951. 

1202. Kuhns, J. G.: Orthopedic management of chronic arthritis; the knee and foot, Am. 
Pract. and Digest Treat. 2: 134 (Feb.) 1951. 

1203. Kuhns, J. G.: Replacement of the femoral head and other arthroplastic procedures 
in severe osteoarthritis of the hip, Bull. Rheumat. Dis. 3: 31 (Mar.) 1953. 

1204. Kuhns, J. G.: Management of osteoarthritis in the aged, J. A. M. A. 151: 98, 1953. 

1205. Kuhns, J. G., and Potter, T. A.: Nylon arthroplasty in rheumatoid and osteo- 
arthritis, Ann. Rheumat. Dis. 10: 22 (Mar.) 1951. 

1206. Kuhns, J. G., Potter, T. A., Elliston, W. A., and Hormell, R. S.: Replacement of the 
femoral head in severe osteoarthritis of the hip, New England J. Med. 247: 787, 
1952. 

1207. Kuhns, J. G., Potter, T. A., Hormell, R. S., and Elliston, W. A.: Nylon membrane 


| 
ate 


1164 WILLIAM D. ROBINSON ET AL. December 1956 


arthroplasty of the knee in chronic arthritis, J. Bone and Joint Surg. 35A: 929 
(Oct.) 1953. 

. Kuhns, W. J., and Bauerlein, T. C.: Exchange transfusion in hemolytic anemia com- 
plicating disseminated lupus erythematosus; report of case of acquired hemolytic 
disease associated with rare blood group antibodies following whole blood trans- 
fusion, Arch. Int. Med. 92: 284 (Aug.) 1953. 

. Kulonen, E.: Studies on hyaluronic acid and hyaluronidase in the animal organism, 
Acta physiol. Scandinav. 24: (Supp. 88), 1951. 

. Kulonen, E.: On the action of hyaluronidase and its inhibitor, Ann. med. exper. et 
biol. Fenniae 30: 267, 1952. 

. Kulonen, E.: On the relation of hyaluronic acid to the water and electrolyte meta- 
bolism, Acta physiol. Scandinav. 27: 82, 1952. 

. Kulonen, E., Mathews, M. B., and Dorfman, A.: Studies in procollagen. I. Solubility, 
Proc. Soc. Exper. Biol. and Med. 84: 424 (Nov.) 1953. 

. Kunstandter, R. H., and Schultz, A.: Dermatomyositis, Proc. Inst. Med. Chicago 19: 
355, 1953. 

. Kupperman, H. G.: Conception during cortisone therapy and effect on offspring, New 
York J. Med. 53: 3031, 1953. 

. Kupperman, H. G., and Bartfeld, H.: Rheumatoid spondylitis treated with cortisone; 
heredity and effect on pregnancy, New York J. Med. 52: 1157 (May) 1952. 

. Kurnick, N. B., Pariser, S., Schwartz, L. I, Lee, S. L., and Irvine, W.: Studies on 
desoxyribonucleases in systemic lupus erythematosus. Non-participation of serum 
desoxyribonuclease in the “L. E. phenomenon,” J. Clin. Investigation 31: 1036 
(Dec.) 1952. 

1217. Kurnick, N. B., Schwartz, L. 1, Pariser, S., and Lee, S. L.: A specific inhibitor for 
human desoxyribonuclease and an inhibitor of the lupus erythematosus cell phe- 
nomenon from leucocytes, J. Clin. Investigation 32: 193 (Mar.) 1953. 

1218. Kuttner, A. G., and Baldwin, J. S.: Observations on ACTH and cortisone therapy 
in rheumatic carditis, Ann. Rheumat. Dis. 12: 342, 1953. 

1219. Kuttner, A. G., Baldwin, J. S.. McEwen, C., Bunim, J. J., Ziff, M., and Ford, D. K.: 
Effect of ACTH and cortisone on rheumatic carditis; observations on eighteen 
cases, J. A. M. A. 148: 628, 1952. 

1220. Kuzell, W. C.: Medical aspects of bone and joint disease; a review, Stanford M. 
Bull. 9: 119 (May) 1951. 

1221. Kuzell, W. C., Mankle, E. A., and Schaffarzick, R. W.: Compound F acetate in 
c<perimental and rheumatoid arthritis, Stanford M. Bull. 10: 45 (Feb.) 1952. 

1222. Kuzell, W. C., and Schaffarzick, R. W.: Phenylbutazone (Butazolidin) and Buta- 
pyrin; a study of clinical effects in arthritis and gout, California Med. 77: 319 
(Nov.) 1952. 

1223. Kuzell, W. C., and Schaffarzick, R. W.: Phenylbutazone (Butazolidin), Bull. 
Rheumat. Dis. 3: 23 (Nov.) 1952. 

1224. Kuzell, W. C., Schaffarzick, R. W., Brown, B., and Mankle, E. A.: Phenylbutazone 
(Butazolidin) in rheumatoid arthritis and gout, J. A. M. A. 149: 729, 1952. 

1225. Kuzell, W. C., Schaffarzick, R. W., Mankle, E. A., and Gardner, G. M.: Copper 
treatment of experimental and clinical arthritis, Ann. Rheumat. Dis. 10: 328 
(Sept.) 1951. 

1226. Kuzell, W. C., Schaffarzick, R. W., Naugler, W. E., Gaudin, G., and Mankle, E. A.: 
Clinical toxicity of phenylbutazone, Stanford M. Bull. 11: 194 (Aug.) 1953. 

1227. Kuzell, W. C., Schaffarzick, R. W., Naugler, W. E., Gaudin, G., and Mankle, E. A.: 
Phenylbutazone; further clinical evaluation, Arch. Int. Med. 92: 646 (Nov.) 1953. 

1228. Kyle, L. H., Hess, W. C., and Walsh, W. P.: The effect of ACTH, cortisone and 
operative stress upon blood cholesterol levels, J. Lab. and Clin. Med. 39: 605 


(Apr.) 1952. 


x 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1165 


1229. 


1230. 


1231. 


1232. 


1233. 


1234. 


Lacey, T., II, Goldstein, L. A., and Tobin, C. E.: Anatomical and clinical study of 
the variations in the insertions of the abductor pollicis longus tendon, associated 
with stenosing tendovaginitis, J. Bone and Joint Surg. 33A: 347 (Apr.) 1951. 

Lamar, C. P.: Experiences with the therapeutic use of a long-acting corticotrophic 
preparation, J. Florida M. A. 39: 167 (Sept.) 1952. 

Lamb, D. W.: Deposition of calcium salts in the medial ligament of the knee, J. 
Bone and Joint Surg. 34B: 233, 1952. 

Lamb, J. H., Young, C. J., and Keaty, C.: Therapy of chronic and acute lupus ery- 
thematosus, Postgrad. Med. 10: 182 (Sept.) 1951. 

Lambert, C. N.: The relation of occupational strains to the “disc syndrome,” J. 
Internat. Coll. Surgeons 17: 860 (June) 1952. 

Landells, J. W.: The bone cysts of osteoarthritis, J. Bone and Joint Surg. 35B: 643 
(Nov.) 1953. 


1234.(a) Lankin, J. J.: Therapeutic agents in arthritis, Connecticut M. J. 17: 692 (Aug.) 


1235. 


1236. 


1237. 


1238. 


1239. 


1240. 


1241. 


1242. 


1243. 


1244. 


1245. 


1246. 


1247. 


1248. 


1249. 


1250. 


1251. 


1953. 

Lansbury, J.: Pregnancy and rheumatoid arthritis, Bull. Rheumat. Dis. 4: 38 (Sept.) 
1953. 

Lansing, A. I., Rosenthal, T. B., Alex, M., and Dempsey, E. W.: The structure and 
chemical characterization of elastic fibers as revealed by elastase and by electron 
microscopy, Anat. Rec. 114: 555, 1952. 

Lapidus, P. W.: Stenosing tenovaginitis, S. Clin. North America 33: 1317 (Oct.) 
1953. 

Lapidus, P. W., and Fenton, R.: Stenosing tenovaginitis at the wrist and fingers; 
report of 423 cases in 369 patients with 354 operations, Arch. Surg. 64: 475 (Apr.) 
1952. 

Laqueur, G. L.: The human hypophysis in diseases of the adrenal cortex, Stanford 
M. Bull. 9: 75 (May) 1951. 

Larson, E., and Zoeckler, S. J.: ACTH in Reiter’s syndrome; four cases, with review 
of literature, Am. J. Med. 14: 307 (Mar.) 1953. 

Larson, R., and Scherb, R. E.: Coccidioidal pericarditis, Circulation 7: 211 (Feb.) 
1953. 

Laster, L., and Muller, A. F.: Uric acid production in a case of myeloid metaplasia 
associated with gouty arthritis, studied with N15 labeled glycine, Am. J. Med. 15: 
857, 1953. 

Laughton-Scott, G.: Rheumatic fibrositis—some speculations, M. World 76: 8 (Mar.) 
1952. 

Law, W. A.: Surgical aspects of ankylosing spondylitis, Brit. J. Phys. Med. 14: 171 
(Aug.) 1951. 

Law, W. A.: Arthritis of the hip, Ann. Roy. Coll. Surgeons, England 9: 80 (Aug.) 
1951. 

Law, W. A.: Surgical treatment of rheumatic diseases, J. Bone and Joint Surg. 
34B: 215, 1952. 

Lawrence, J. S.: Factors in gold dosage and toxicity in rheumatoid arthritis, Ann. 
Rheumat. Dis. 12: 129 (June) 1953. 

Lawrence, J. S., and Aitken-Swan, J.: Rheumatism in miners: rheumatic complaints, 
Brit. J. Indust. Med. 9: 1 (Jan.) 1952. 

Lawrence, J. S., and Sladden, R. J.: Adrenaline cream; an assessment of its value 
in rheumatic disorders, Brit. M. J. 1: 1085 (May 16) 1953. 

Lawrence, S. H., Salkin, D., Schwartz, J. A., and Fortner, H. C.: Rupture of 
abdominal wall through stria distensa during cortisone therapy, J. A. M. A. 152: 
1526, 1953. 

Lawson, F. L., and McKenzie, K. G.: The scalenus minimus muscle, Canad. M. A. J. 
65: 358 (Oct.) 1951. 


; 
= 
: 
| 
: 
i 
| 
Ps 
| 


1166 WILLIAM D. ROBINSON ET AL. December 1956 


1252. Laymon, C. W.: Ochronosis, Arch. Dermat. and Syph. 67: 553 (June) 1953. 

1253. Layton, L. L.: Effect of cortisone upon chondroitin sulfate synthesis by animal tissues, 
Proc. Soc. Exper. Biol. and Med. 76: 596 (Mar.) 1951. 

1254. Leader, S. A., and Rassell, M. J.: The value of Pantopaque myelography in the 
diagnosis of herniation of the nucleus pulposus in the lumbosacral spine, Am. J. 
Roentgenol. 69: 231, 1953. 

1255. Leading Article: Osteoarthritis, Brit. M. J. 1: 208 (Jan.) 1952. 

1256. Leading Article: Cervical osteo-arthritis and the spinal cord, Lancet 2: 718 (Oct. 11) 
1952. 

1257. Leading Article: Rheumatic carditis, Brit. M. J. 1: 34 (Jan. 3) 1953. 

1258. Leading Article: Bornholm disease in Britain, Brit. M. J. 1: 1379 (June 20) 1953. 

1259. Leb, A.: Peripheral ischaemia as the basis of joint disease; (serial angiography of 
the periarticular blood vessels), Brit. J. Radiol. 25: 140 (Mar.) 1952. 

1260. Lecutier, M. A.: A case of the Schonlein-Henoch syndrome with myocardial necrosis, 
J. Clin. Path. 5: 336, 1952. 

1261. Lee, S. L.: A simple test for L. E. cells, Am. J. Clin. Path. 21: 492 (May) 1951. 

1262. Lee, S. L., Michael, S. R., and Vural, I. L.: L. E. (lupus erythematosus) cell; 
clinical and chemical studies, Am. J. Med. 10: 446 (Apr.) 1951. 

1263. Leedham, C. L., and Smith, L. A.: Rheumatic heart disease in inductees in Hawaii, 
Hawaii M. J. 11: 211, 1952. 

1263.(a) Lefkovits, A. M., and Schupbach, H. J.: Effects of “Artisone” acetate and corti- 
sone in patients with rheumatoid arthritis, Arch. Int. Med. 88: 201 (Aug.) 1951. 

1264. Leigh, R. E.: Obturator internus spasm as a cause of pelvic and sciatic distress, 
Journal Lancet 72: 286 (June) 1952. 

1265. Lemmon, C. J., Jr.: Lateral herniations of cervical discs, J. South Carolina M. A. 47: 
122 (Apr.) 1951. 

1266. Lemon, H. M., Chasen, W. H., and Looney, J. M.: Abnormal glycine metabolism in 
rheumatoid arthritis, J. Clin. Investigation 31: 993 (Nov.) 1952. 

1267. Leonard, J. C.: Toxic effects of phenylbutazone with special reference to disorders 
of the blood, Brit. M. J. 1: 1311 (June 13) 1953. 

1268. Leskinen, O., and Dammert, K.: Pulmonary involvements observed in lupus erythe- 
matosus disseminatus, Acta path. et microbiol. Scandinav. (Supp. 93), p. 183, 1952. 

1269. Lestina, F. A., and Markson, D. E.: Treatment of systemic lupus erythematosus with 
ACTH, Quart. Bull. Northwestern Univ. M. School 26: 133, 1952. 

1270. Levey, S., and Sheinfeld, S.: Studies on the removal of protein from chondroitin 
sulfate, J. Michigan M. Soc. 50: 1028 (Sept.) 1951. 

1271. Levin, M. H., Adams, W. S., Beck, W. S., Goldman, R., and Bassett, S. H.: Pro- 
longed treatment of a case of periarteritis nodosa with ACTH: the effective dose 
as measured by metabolic balances, J. Clin. Endocrinol. 11: 375 (Apr.) 1951. 

1271.(a) Levin, M. H., Fred, L., and Bassett, S. H.: Metabolic studies in gout, J. Clin. 
Endocrinol. 12: 506 (May) 1952. 

1272. Levin, M. H., Rivo, J. B., and Bassett, S. H.: Metabolic studies in gout with emphasis 
on the role of electrolytes in acute gouty arthritis, Am. J. Med. 15: 525 (Oct.) 1953. 

1273. Levin, M. H., Rivo, J. B., Scott, W., Figueroa, W. G., Fred, L., and Barrett, T. F.: 
The prolonged treatment of rheumatoid arthritis with cortisone and corticotropin, 
Am. J. Med. 14: 265 (Mar.) 1953. 

1274. Levin, S. J.: Severe urticaria and angio-edema resulting from phenylbutazone, J. 
Michigan M. Soc. 52: 1210 (Nov.) 1953. 

1275. Levine, H., and Gregory, R.: The effect of colchicine on the adrenal cortex, J. Lab. 
and Clin. Med. 38: 921, 1951. 

1276. Levine, R.: Michael Reese Hospital: Conferences on metabolic disorders; gout, 
Metabolism 1: 363, 1952. 


=a 


1277. 


1278. 


1279. 


1280. 


1282. 


1283. 


1281. 


1284. 


1285. 


1286. 


1287. 
1288. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1167 


Levinsky, W. K., and Lansbury, J.: An attempt to transmit rheumatoid arthritis to 
humans, Proc. Soc. Exper. Biol. and Med. 78: 324 (Oct.) 1951.- 

Levinson, J. E., Horwitz, M., Kulka, J. P., Page, L., and Bauer, W.: Response of 
Schoenlein-Henoch syndrome to ACTH; report of a case with serial skin biopsies, 
Ann. Rheumat. Dis. 10: 255 (Sept.) 1951. 

Levitt, L. M., and Burbank, B.: Glomerulonephritis as a complication of the 
Schonlein-Henoch syndrome, New England J. Med. 248: 530, 1953. 

Levy, B.: Arthritis in venereal disease with particular reference to aetiology, M. J. 
Malaya 5: 42 (Sept.) 1950. 

Levy, B.: The value of anti-histamine drugs in the treatment of infective arthritis 
and Reiter’s disease, J. Roy. Army M. Corps 97: 93 (Aug.) 1951. 

Levy, F., Aronson, W., and Leff, M.: Placental serum in the treatment of rheumatoid 
arthritis, M. Clin. North America 37: 805 (May) 1953. 

Levy, R. W., Payzant, A. R., and Karr, H. H.: Pantopaque myelography in ruptured 
intervertebral disk; correlation with operative findings, New Orleans M. and S. J. 
103: 390 (Mar.) 1951. 

Lewis, L., Robinson, R. F., Yee, J., Hacker, L. A., and Eisen, G.: Fatal adrenal 
cortical insufficiency precipitated by surgery during prolonged continuous cortisone 
treatment, Ann. Int. Med. 39: 116 (July) 1953. 

Lewis, R. W.: Roentgenographic study of soft tissue pathology in and about the knee 
joint, Am. J. Roentgenol. 65: 200 (Feb.) 1951. 

Lewy, F. J.: Diagnostic problems of rheumatic fever and their impact on the manage- 
ment of the rheumatic fever patient, Ann. Int. Med. 36: 1042 (Apr.) 1952. 

Liberson, M.: Soft tissue calcifications in cord lesions, J. A. M. A. 152: 1010, 1953. 

Lidz, T., Carter, J. D., Lewis, B. I., and Surratt, C.: Effects of ACTH and cortisone 
on mood and mentation, Psychosom. Med. 14: 363 (Sept.) 1952. 


. Liefmann, R.: Anti-rheumatic activity of several steroids, Ann. Rheumat. Dis. 10: 


233 (Sept.) 1951. 


. Lightbody, J. J.: Arthritis research in Michigan; Arthritis Foundation expands 


home-care program, J. Michigan M. Soc. 51: 1163 (Sept.) 1952. 


. Lihn, H., Menninger, K., and Mayman, M.: Personality factors in osteoarthritis, Bull. 


Menninger Clin. 15: 1 (Jan.) 1951. 


. Lillie, R. D.: Histochemistry of connective tissues; collagen, reticulum, basement 


membranes, sarcolemma, ocular membranes, Lab. Invest. 1: 30, 1952. 


. Lindahl, O.: Tuberculosis of the greater trochanter with special reference to the treat- 


ment by chemotherapeutics, Acta orthop. Scandinav. 21: 221, 1951. 


. Lindahl, O.: Tuberculous trochanteritis, Acta tuberc. Scandinay. 26: 289, 1952. 
. Lindau, W.: Subacute disseminated lupus erythematosus in the Negro male, South. 


M. J. 46: 1099, 1953. 


. Lindblom, K.: Diagnostic puncture of intervertebral disc in sciatica, Acta orthop. 


Scandinav. 17: 231, 1948. 


. Lindgren, A. J.: Some questions in differential diagnosis of rheumatism; report of 


three cases, Portland Clin. Bull. 6: 18 (June) 1952. 


. Lintz, W.: Calcified adrenal in arthritis, New York J. Med. 51: 648 (Mar.) 1951. 
. Lipkin, E.: Protrusion of the intervertebral disk, J. Michigan M. Soc. 51: 1216 


(Sept.) 1952. 


. Lippmann, R. K.: The frozen shoulder, S. Clin. North America 31: 367 (Apr.) 1951. 
. Little, N.: Swelling on either side of the wrist, M. J. Australia 2: 934 (Dec. 23) 


1950. 


. Littler, T. R.: The changing pattern of rheumatoid arthritis, Ann. Rheumat. Dis. 10: 


405 (Dec.) 1951. 


. Littler, T, R.: Polyarthritis with pulmonary manifestations, Rheumatism 9: 24 (Apr.) 


1953. 


: 
| 
: 
iz 
iz 
: 
8 
As 
129 
1295 
1296 
Big 
1298 
1300 
02 
30 3 
| 


1168 


1304. 
1305. 


1306 


1307. 


1308. 


1309. 


1310. 


1311. 


1312. 


WILLIAM D. ROBINSON ET AL. December 1956 


Littler, T. R., and Canter, S.: Acrosclerosis, Lancet 1: 139 (Jan. 20) 1951. 

Littman, D. S., Stockdale, R. H., and Williamson, G. R.: Desoxycorticosterone acetate 
and ascorbic acid in the treatment of rheumatoid arthritis, Arch. Int. Med. 87: 
707 (May) 1951. 

Liversedge, L. A., and Leather, H. M.: Corticotrophin treatment in polyneuritis with 
periarteritis nodosa, Lancet 2: 1241 (Dec. 12) 1953. 

Ljunggren, H., Luft, R., and Sjogren, B.: The electrocardiogram and potassium 
metabolism during administration of ACTH, cortisone and desoxycorticosterone 
acetate, Am. Heart J. 45: 216 (Feb.) 1953. 

Lloyd-Roberts, G. C.: The role of capsular changes in osteoarthritis of the hip joint, 
J. Bone and Joint Surg. 35B: 627 (Nov.) 1953. 

Lockie, L. M.: Treatment of the common forms of arthritis, Arizona Med. 10: 221 
(June) 1953. 

Lockie, L. M.: Treatment of rheumatoid arthritis, New York J. Med. 53: 1665 (July) 
1953. 

Loewi, G.: Changes in the ground substance of aging, J. Path. and Bact. 65: 381 
(Apr.) 1953. 

Logue, R. B., and Hurst, J. W.: Rheumatic fever during the first few years of life 
and its differentiation from endocardial fibrosis, Am. J. M. Sc. 223: 648 (June) 
1952. 


. Logue, V.: Thoracic intervertebral disc prolapse with spinal cord compression, J. 


Neurol., Neurosurg. and Psychiat. 15: 227, 1952. 


. Logue, V.: Treatment of lumbar intervertebral disc prolapse, Post-Grad. M. J. 29: 


234, 1953. 


. London, S. B., and Lev, M.: Acute relapsing panniculitis: report of a case of Weber- 


Christian disease with vascular changes, Arch. Int. Med. 92: 750, 1953. 


. Long, N. G., and Lamphier, T. A.: Fibrositis and the disc syndrome, Am. J. Surg. 86: 


414, 1953. 


. Longcope, W. T., and Freiman, D. G.: A study of sarcoidosis; based on a combined 


investigation of 160 cases including 30 autopsies from the Johns Hopkins Hospital 
and Massachusetts General Hospital, Medicine 31: 1 (Feb.) 1952. 


. Loomis, L. K.: Variations of stenosing tenosynovitis at the radial styloid process, J. 


Bone and Joint Surg. 33A: 340 (Apr.) 1951. 


. Loosemore, T. G. E., and Whittick, J. W.: Gross tumour embolism of the axillary 


artery by malignant synovioma, J. Path. and Bact. 63: 133 (Jan.) 1951. 


. Lord, J. W., Jr.: Surgical management of shoulder girdle syndromes; new operative 


procedure for hyperabduction, costoclavicular, cervical rib, and scalenus anticus 
syndromes, Arch. Surg. 66: 69 (Jan.) 1953. 


. Lorenz, T. H., and Musser, M. J.: Life stress, emotions and painful stiff shoulder, 


Ann. Int. Med. 37: 1232 (Dec.) 1952. 


. Love, J. G.: Intractable pain in the neck and upper extremities with particular ref- 


erence to protrusion of cervical disks, North Carolina M. J. 12: 274 (July) 1951. 


. Lovell, R. R. H., Osborne, J. A., Goodman, H. C., and Hudson, B.: Ascorbic acid, 


glucose-l-phosphate and lysergic acid-diethylamide in rheumatoid arthritis, Lancet 
1: 970 (May 16) 1953. 


. Lovelock, F. J., and Stone, D. J.: Cortisone therapy of Boeck’s, sarcoid, J. A. M. A. 


147: 930, 1951. 


. Lovgren, O.: The effect of cortisone and ACTH treatment on certain carbohydrate 


metabolites, Acta endocrinol. 9: 421 (Apr.) 1952. 


. Lovgren, O.: Rheumatoid arthritis and the liver, Ann. med. int. Fennaie 42: 42, 1953. 
. Lovshin, L. L.: Association of acquired hemolytic anemia with periarteritis nodosa; 


case report, Cleveland Clin. Quart. 19: 28 (Jan.) 1952. 


1 314 
1 3) 5 
; 
13.20 
322 
323 
1 32 5 
1326 
1327 


1328, 


1329 


1330. 


Vol. 45, No. 6 


RHEUMATISM AND ARTHRITIS 1169 


. Lowenfish, F. P.: Keratosis blennorrhagica, Arch. Dermat. and Syph. 63: 782 (June) 


1951. 
. Lowman, E. W.: Muscle, nerve, and synovial changes in lupus erythematosus, Ann. 
Rheumat. Dis. 10: 16 (Mar.) 1951. 
Lowman, E. W.: Joint and neuromuscular manifestations of periarteritis nodosa, Ann. 
Rheumat. Dis. 11: 146 (June) 1952. 


1331. Lowman, E. W.: The role of physical rehabilitation in keeping the patient with rheu- 
matoid arthritis employable, Indust. Med. and Surg. 22: 304 (July) 1953. 

1332. Lowman, E. W.: Rehabilitation in the treatment of the patient with rheumatoid ar- 
thritis, Arch. Phys. Med. 34: 175, 1953. 

1333. Lowman, E. W., and Lee, P.: Rehabilitation in treatment of the patient with rheu- 
matoid arthritis, Arch. Phys. Med. 34: 175 (Mar.) 1953. 

1334. Lowman, E. W., and Slocumb, C. H.: The peripheral vascular lesions of lupus erythe- 
matosus, Ann. Int. Med. 36: 1206 (May) 1952. 

1335. Loxton, G. E., Levay, D., and Stanford, B.: Assessment of rapidly acting agents in 
rheumatoid arthritis, Lancet 1: 1280 (June 28) 1952. 

1335.(a) Lubin, R. I., Misbach, W. D., Zemke, E. M., Hammersten, J. F., and Heller, B. I.: 
Acute perforation of duodenal ulcer during ACTH and cortisone therapy, Gastro- 
enterology 18: 308 (June) 1951. 

1336. Luck, J. V.: Traumatic arthrofibrosis; the fibroplastic response of joints to trauma, 
Bull. Hosp. Joint Dis. 12: 394 (Oct.) 1951. 

1337. Ludwig, A. O.: Psychogenic factors in rheumatoid arthritis, Bull. Rheumat. Dis. 2: 15 
(Apr.) 1952. 

1338. Lugt, L. V. D.: Dermatomyositis, Acta dermat.-venereol. 32: 27, 1952. 

1339. Luke, J. C.: The costobrachial syndrome, Canad. M. A. J. 66: 127 (Feb.) 1952. 

1340. Lundar, J.: Roentgen treatment of cervical spondylosis; a follow-up examination of 
625 patients, Am. J. Roentgenol. 66: 947 (Dec.) 1951. 

1341. Lundervold, A.: Occupation myalgia: electromyographic investigations, Arch. psych. 
et neurol. 26: 359, 1951. 

1342. Lunseth, J. H., Baker, L. A., and Shifrin, A.: Chronic scleroderma with acute ex- 
acerbation during corticotropin therapy; case with autopsy observations, Arch. Int. 
Med. 88: 783 (Dec.) 1951. 

1343. Lush, B.: Ulnar deviation of the fingers, Ann. Rheumat. Dis. 11: 219 (Sept.) 1952. 

1344. Lush, B., Crowley, M. F., Fletcher, E., and Buchan, J. F.: Total and differential pro- 
tein levels in the blood and cerebrospinal fluid in rheumatoid arthritis, Ann. Rheu- 
mat. Dis. 10: 153 (June) 1951. 

1345. Lyon, R. A., and Rauh, L. W.: Rural clinics for children with heart disease, Ohio 
State M. J. 48: 130 (Feb.) 1952. 

1346. MacAusland, W. R.: Mobilization of the stiff elbow by arthroplasty, Indust. Med. and 
Surg. 20: 455 (Oct.) 1951. 

1347. MacAusland, W. R., Jr., and Gartland, J. J.: The treatment of acute hemophilic 
hemarthrosis; a report on the use of hyaluronidase, New England J. Med. 247: 
755, 1952. 

1348. MacCarty, C. S.: Painful conditions of the upper extremity, Journal Lancet 72: 84 
(Feb.) 1952. 

1349. MacConaill, M. A.: The movements of bones and joints; the mechanical structure of 
articulating cartilage, J. Bone and Joint Surg. 33B: 251 (May) 1951. 

1350. MacCracken, W. B.: Subdeltoid bursitis, West Virginia M. J. 49: 145 (June) 1953. 

1351. MacDonald, G. R., and Hunt, T. E.: Sacro-iliac joints; observations on the gross and 
histological changes in the various age groups, Canad. M. A. J. 66: 157 (Feb.) 
1952. 


1352. 


Macey, H. B.: Derangement of the intervertebral disk; possible pain mechanisms, 
Texas State J. Med. 47: 695 (Oct.) 1951. 


= 
=. 
> 
: 
ad 


1170 WILLIAM D. ROBINSON ET AL. December 1956 


1353. Machlin, L. J., Lankenau, A. H., Denten, C. A., and Bird, B. R., Jr.: Effect of vitamin 
B,, and folic acid on growth and uricemia of chickens fed high levels of glycine, 
Nutrition 46: 389, 1952. 

1354. Mackler, H.: Gout in Filipinos, with report of three cases, J. Am. M. Women’s A. 
8: 15, 1953. 

1355. MacLean, K., and Stranks, G.: Reflex dystrophy in the upper extremity, Treat. Serv. 
Bull. 5: 592 (Dec.) 1950. 

1356. MacLennan, J. D., Mandl, 1, and Hawes, E. L.: Bacterial digestion of collagen, J. 
Clin. Investigation 32: 1317 (Dec.) 1953. 

1357. MacLeod, C. M.: Etiological considerations and the prevention of rheumatic fever, 
Maryland State M. J. 2: 236 (May) 1953. 

. Macnab, I.: Spondylolisthesis with an intact neural arch—the so-called pseudo- 
spondylolisthesis, J. Bone and Joint Surg. 32B: 325 (Aug.) 1950. 

. Magath, T. B., and Winkle, V.: Technic for demonstrating “L. E.” (lupus erythema- 
tosus) cells in blood, Am. J. Clin. Path. 22: 586 (June) 1952. 

. Magill, G. B., and Killough, J. H.: Oxytetracycline-streptomycin therapy in brucel- 
losis due to Brucella melitensis, Arch. Int. Med. 91: 204 (Feb.) 1953. 

1360.(a) Magnusson, R.: Some views on the treatment of knee-joint exudate, Acta orthop. 
Scandinav. 20: 130, 1950. 

1361. Mahon, W. E.: Penicillin hypersensitivity reaction with purpura of Schonlein-Henoch 
type, acute nephritis, and angioneurotic oedema, obesity and diabetes mellitus (pre- 
cipitated by infection), Proc. Roy. Soc. Med. 44: 150 (Feb.) 1951. 

1362. Mandel, L., and Kersley, G. D.: H. P. C. (3-hydroxy-2-phenylcinchoninic acid) in 
rheumatoid arthritis, Ann. Kheumat. Dis. 12: 136 (June) 1953. 

1363. Mandel, W., Singer, M. J., Gudmundson, H. R., Meister, L., and Modern, F. W. S.: 
Intravenous use of pituitary adrenocorticotropic hormone (ACTH). A report on 
its administration in twenty-five patients, J. A. M. A. 146: 546, 1951. 

1364. Mankle, E. A., and Kuzell, W. C.: Therapeutic trials; thymectomy, and hypophysec- 
tomy in polyarthritis of rats, Stanford M. Bull. 9: 248 (Nov.) 1951. 

1365. Mann, L. S.: Treatment of subdeltoid bursitis with roentgen therapy, J. Internat. Coll. 
Surgeons 18: 385 (Sept.) 1952. 

1366. Manning, R. A., and Brugsch, H. G.: Effect of topical applications upon function of 
joints and muscles in chronic rheumatic diseases, Connecticut M. J. 17: 517 (June) 
1953. 

1367. March, H. W., Schlyen, S. M., and Schwartz, S. E.: Mediterranean hemopathic syn- 
dromes (Cooley’s anemia) in adults, Am. J. Med. 13: 46, 1952. 

1368. Maresh, G. J., Dodge, H. J., and Lichty, J. A.: The methodology of Colorado’s 
case finding program for childhood heart disease, J. School Health 22: 125 (May) 
1952. 

1369. Margolis, H. M., and Caplan, P. S.: The effect of some steroids (testosterone pro- 
pionate, desoxycorticosterone acetate and ascorbic acid, and 21l-acetoxy /A-5-preg- 
nenolone, artisone acetate, Wyeth) in rheumatoid arthritis, Ann. Int. Med. 34: 61 
(Jan.) 1951. 

. Margolis, H. M., and Caplan, P. S.: Effects of pituitary adrenocorticotropic hormone 
in rheumatoid arthritis, J. A. M. A. 145: 382, 1951. 

. Marks, P. A., and Shorr, E.: A method for evaluating the relation of glycogen to in- 
organic salt deposition in surviving cartilage slices in vitro, Science 112: 752 (Dec.) 
1950. 

. Marshall, C. M.: Rheumatoid arthritis; a system of treatment, M. J. Australia 2: 142 
(July 25) 1953. 

. Marson, F. G. W.: Radiologic evidence of the value of treatment in gout, Brit. J. 
Radiol. 25: 539, 1952. 


1374. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1171 


1375. 
1376. 


1377. 
1378. 


1379. 
1380. 
1381. 
1382. 
1383. 
1384. 
1385. 
1386. 
1387. 
1388. 
1389. 
1390. 


1391. 


1392. 


. Mattikow, B.: Pregnenolone in arthritis, New York J. Med. 51: 395 (Feb.) 1951. 


Marson, F. G. W.: Studies in gout with particular reference to the value of sodium 
salicylate in treatment, Quart. J. Med. 22: 331, 1953. 

Marten, R. H.: “L. E.” cells in acute disseminated lupus erythematosus treated with 
ACTH, Brit. M. J. 2: 188 (July 25) 1953. 

Marten, R. H., and Blackburn, E. K.: A simple method for the detection of L. E. 
cells, J. Clin. Path. 6: 89, 1953. 

Martin, A. J.: The nature and treatment of fibrositis, Arch. Phys. Med. 33: 409, 1952. 

Martin, B. F.: Periarteritis nodosa treated with ACTH; case, South M. J. 44: 626 
(July) 1951. 

Martin, G. M., Polley, H. F., and Anderson, T. P.: Physical medicine plus cortisone 
for rheumatoid arthritis, J. A. M. A. 148: 525, 1952. 

Martin, H. E.: Geometrical-anatomical factors and their significance in the early x-ray 
diagnosis of hip-joint disease in children, Radiology 56: 842 (June) 1951. 

Martin, J. R., and Pattee, C. J.: Complications observed during ACTH and cortisone 
therapy, Canad. M. A. J. 68: 146 (Feb.) 1953. 

Martin, M. M.: Charcot joints in diabetes mellitus, Proc. Roy. Soc. Med. 45: 503, 
1952. 

Mason, M. L.: Dupuytren’s contracture, S. Clin. North America 32: 233 (Feb.) 1952. 

Mason, M. L.: Osteochondritis of the capitellum, Brit. J. Surg. 40: 396, 1953. 

Mason, R. M.: Familial ankylosing spondylitis, Ann. Rheumat. Dis. 10: 78 (Mar.) 
1951. 

Mason, R. M.: Some observations on the blood uric acid levels in gout, Proc. Roy. 
Soc. Med. 44: 289 (Apr.) 1951. 

Mason, R. M.: Comparative effects of ACTH and Butazolidin in rheumatoid arthritis, 
Ann. Rheumat. Dis. 12: 82 (June) 1953. 

Massachusetts General Hospital: Clinicopathological conference; dermatomyositis, 
New England J. Med. 246: 585 (Apr. 10) 1952. 

Massachusetts General Hospital: Case 223 from medical grand rounds; Reiter’s syn- 
drome, Am. Pract. and Digest Treat. 3: 839, 1952. 

Massachusetts General Hospital: Case 270 from medical grand rounds; salmonella 
arthritis, Am. Pract. and Digest Treat. 4: 872 (Dec.) 1953. 

Massell, B, F.: Present status of penicillin prophylaxis of rheumatic fever, Mod. Con- 
cepts Cardiovas. Dis. 20: 108 (Sept.) 1951. 

Massell, B. F.: Medicinal treatment of acute rheumatic fever, M. Clin. North America 
37: 1215, 1953. 


1392.(a) Massell, B. F., Sturgis, G. P., Knobloch, J. D., Streeper, R. B., Hall, T. N., and 


Norcross, P.: Prevention of rheumatic fever by prompt penicillin therapy of hemo- 
lytic streptococcic respiratory infections; progress report, J. A. M. A. 146: 1469 
(Aug. 18) 1951. 


. Mathews, D. N.: Dupuytren’s contracture, Practitioner 169: 641, 1952. 
. Mathews, M. B.: Chondroitin sulfuric acid—a linear polyelectrolyte, Arch. Biochem. 


43: 181, 1953. 


. Mathews, M. B., and Dorfman, A.: The molecular weight and viscosity of chondroitin- 


sulfuric acid, Biochem. J. 42: 41, 1953. 


. Mathews, M. B., Roseman, S., and Dorfman, A.: Determination of the chondroitinase 


activity of bovine testicular preparations, J. Biol. Chem. 188: 327 (Jan.) 1951. 


. Mathis, H. B.: Simple office procedure for demonstrating lupus cells in peripheral 


blood, Blood 6: 470 (May) 1951. 


. Matthews, B. F.: Collagen/chondroitin sulphate ratio of human articular cartilage re- 


lated to function, Brit. M. J. 2: 1295 (Dec. 13) 1952. 


. Matthews, B. F.: Composition of articular cartilage in osteoarthritis; changes in 


collagen/chondroitin-sulphate ratio, Brit. M. J. 2: 660 (Sept. 19) 1953. 


1393 
1394 
| 


1172 WILLIAM D. ROBINSON ET AL. December 1956 


1401. Mattingly, S.: Clinical reports; a case of psoriasis arthropathica, Ann. Phys. Med. 1: 
264 (July) 1953. 
1402. Mauser, C. L.: Alkaptonuria, J. A. M. A. 146: 815, 1951. 
1403. Maxeiner, S. R., Jr., McDonald, J. R., and Kirklin, J. W.: Muscle biopsy in the diag- 
nosis of periarteritis nodosa; an evaluation, S. Clin. North America 32: 1225 
(Aug.) 1952. 
1404. Maynard, E. P., and de Veer, J. A.: Clinicopathologic conference, Brooklyn Hosp. J. 
10: 221 (Oct.) 1952. 
1405. McCabe, E. S.: Gout; recent advances, Bull. School Med. Univ. Maryland 36: 126 
(July) 1951. 
1406. McCabe, E. S.: Felty’s syndrome, J. Insur. Med. 13: 80, 1951. 
1407. McCarty, M.: Present state of knowledge concerning pathogenesis and treatment of 
rheumatic fever, Bull. New York Acad. Med. 28: 307, 1952. 
1408. McCarty, M.: Present status of diagnostic tests for rheumatic fever, Ann. Int. Med. 
37: 1027 (Nov.) 1952. 
1409. McClendon, S. J.: The diagnosis and management of rheumatic fever, Rocky ow 
tain M. J. 48: 938 (Dec.) 1951. 
1410. McConville, B. E.: Conservative management of low back pain, Am. J. Surg. 85: 335 
(Mar.) 1953. 
1411. McCord, M. C., and Moberly, J.: Acute hypertrophic osteoarthropathy associated with 
subacute bacterial endocarditis, Ann. Int. Med. 39: 640 (Sept.) 1953. 
1412. McCristal, W. J.: The mechanism of results in treatment with ACTH and cortisone, 
M. J. Australia 2: 86 (July 19) 1952. 
1413. McCulloch, H.: Some ideas on the nature of rheumatic fever, Am. J. Dis. Child. 84: 
1 (July) 1952. 
1414. McDermott, L. T.: Cysts and degenerative changes in the menisci of the knee joint, 
J. Maine M. A. 43: 116 (Apr.) 1952. 
1415. McEachern, D.: Lumbar disc protrusion; a useful sign, J. Neurosurg. 9: 229 ( Mar.) 
1952. 
1416. McEnroy, P. J.: Procaine treatment of rheumatoid arthritis, J. Irish M. A. 33: 79 
(Sept.) 1953. 
1417. McGavack, T. H.: ACTH, cortisone and pregnenolone in arthritis and allied diseases, 
Geriatrics 7: 99 (Mar.) 1952. 
1418. McGurl, T. J., Jr.: Periarteritis nodosa: report of a case treated with para-amino- 
benzoic acid, Ann. Int. Med. 37: 606, 1952. 
1419. McIntyre, J. H., and Lovell-Smith, J. B.: Addison’s disease complicating the treatment 
of rheumatoid arthritis with ACTH, New Zealand M. J. 51: 234 (Aug.) 1952. 
1420. McKee, K. T., and Swineford, O., Jr.: Homologous tissue sensitization; failure to 
produce joint and kidney lesions or precipitins with homologous tissues plus strep- 
tococci, Ann. Rheumat. Dis. 10: 116 (June) 1951. 
21. McKendry, J. B. R., Schaffenburg, C. A., and McCullagh, E. P.: Combined adminis- 
tration of desoxycorticosterone acetate and ascorbic acid. Clinical results in rheu- 
matoid arthritis and laboratory studies, Arch. Int. Med. 87: 190 (Feb.) 1951. 
. McKeown, F.: A study of the effect of cortisone in experimental serum disease, Brit. 
J. Exper. Path. 33: 25 (Feb.) 1952. 
. McLaughlin, H. L.: On the “frozen” shoulder, Bull. Hosp. Joint Dis. 12: 383 (Oct.) 
1951. 
. McLaughlin, H. L., and Asherman, E. G.: Lesions of the musculotendinous cuff of the 
shoulder; some observations based upon the results of surgical repair, J. Bone and 
Joint Surg. 33A: 76 (Jan.) 1951. 
5. McLaughlin, J. T., Zabarenko, R. N., Diana, P. B., and Quinn, B.: Emotional re- 
actions of rheumatoid arthritics to ACTH, Psychosom. Med. 15: 187 (May) 1953. 


a 
i 
4 
a 


1427. 


1428. 


1429. 


1430. 


1431. 


1432. 
1433. 


1434. 


1435. 


1436. 


1437. 


1438. 


1439, 


1440. 


1441. 
1442. 


1443. 


1444. 


1445. 


1446. 


1447. 


1448. 


1449. 


1426. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1173 


McLetchie, N. G. B., and Aikens, R. L.: Relapsing myositis, Arch. Path. 53: 497 
(June) 1952. 

McMahon, J. M.: Toxic reaction to gold appearing during ACTH administration, 
New Orleans M. and S. J. 104: 674, 1952. 

McMahon, J. M., Monroe, R. R., and Craighead, C. C.: Emotional factors in sclero- 
derma; case history, Ann. Int. Med. 39: 1295 (Dec.) 1953. 

McManus, J. F. A., and Hornsby, A. T.: Granulomatous glomerulonephritis associated 
with polyarthritis; report of a case, Arch. Path. 52: 84 (July) 1951. 

McNeil, N. F., Berke, M., and Reingold, I. M.: Polyarteritis nodosa causing deafness 
in an adult; report of a case with special reference to concept about the disease, 
Ann. Int. Med. 37: 1253 (Dec.): 1952. 

McNeish, W. W. W., and Stewart, C.: Outbreak of Bornholm disease in West Fife 
practice, Brit. M. J. 1: 745 (Apr. 5) 1952. 

McQueen, E. G.: The syndrome of gout, M. J. Australia 1: 644 (May 5) 1951. 

McShane, K. L.: Malignant synovioma of the hand, J. Internat. Coll. Surgeons 15: 
373 (Mar.) 1951. 

McVay, L. V., Jr., and Carroll, D. S.: Aureomycin in the treatment of systemic North 
American blastomycosis, Am. J. Med. 12: 289 (Mar.) 1952. 

McVay, L. V., Jr., Guthrie, F., and Sprunt, D. H.: Aureomycin in the treatment of 
actinomycosis, New England J. Med. 245: 91, 1951. 

McWilliams, J. R.: Ocular findings in gout; report of a case of conjunctival tophi, 
Am. J. Ophth. 35: 1778, 1952. 

Mead, S., Mueller, E. E., and Harell, A.: The use of intravenous mephenesin (Tol- 
serol) in physical medicine; a clinical and laboratory study, Brit. J. Phys. Med. 14: 
223 (Oct.) 1951. 

Meade, B. W., and Smith, M. J. H.: Salicylate, gentisate, and circulating eosinophils, 
Lancet 1: 773 (Apr. 7) 1951. 

Meade, B. W., and Smith, M. J. H.: Factors influencing plasma concentrations of 
gentisate, Clin. Sc. 11: 81 (Feb.) 1952. 

Medical Times: Discogenetic head, neck, shoulder, arm and chest pain, M. Times, New 
York 80: 78 (Feb.) 1952. : 


1440.(a) Medicine and the Law: Death due to Butazolidine, Lancet 1: 192 (Jan. 24) 1952. 


Medico-Legal Column: Deaths due to Butazolidine, Brit. M. J. 2: 1427 (Dec. 27) 1952. 

Mehl, J. W., and Golden, F. E.: Electrophoretic studies on rheumatoid arthritis pa- 
tients treated with cortisone, J. Lab. and Clin. Med. 40: 10 (July) 1952. 

Melnick, J. L., and Godman, G. C.: Pathogenesis of Coxsackie virus infection; multi- 
plication of virus and evolution of the muscle lesions in mice, J. Exper. Med. 93: 
247 (Mar.) 1951. 

Mendell, H. E., Skelton, J. M., and Moyer, J. H.: An evaluation of pregnenolone and 
a combination of desoxycorticosterone acetate-sodium ascorbate in the treatment of 
arthritis, Am. Pract. and Digest Treat. 3: 818, 1952. 

Menkin, V.: Further studies on mechanism of increased capillary permeability in in- 
flammation with the aid of cortisone and ACTH, Proc. Soc. Exper. Biol. and Med. 
77: 592 (Aug.) 1951. 

Menkin, V.: Effects of cortisone on the mechanism of increased capillary permeability 
to trypan blue in inflammation, Am. J. Physiol. 166: 509 (Sept.) 1951. 

Menkin, V.: The significance of the accumulation of cortisone in an inflamed area, 
Brit. J. Exper. Path. 34: 412 (Aug.) 1953. 

Merliss, R. R., Axelrod, B., Fineberg, J., and Melnik, M.: Clinical evaluation of auro- 
thioglycolanilide (lauron-Endo) in rheumatoid arthritis, Ann. Int. Med. 35: 352 
(Aug.) 1951. 

Metropolitan Life Insurance Company: Encouraging outlook in rheumatic fever, Sta- 

tist. Bull. Metrop. Life Insur. Co. 32: 7 (Jan.) 1951. 


: 
? 
| 
%. 
> 


1174 WILLIAM D. ROBINSON ET AL. December 1956 


1450. 
1451. 


1452. 


1453. 


1454. 


1455 


1456 


1457 


1458. 
1459. 
1460. 
1461. 
1462. 
1463. 
1464. 
1465. 
1466. 
1467. 
1468. 
1469. 


1470. 


1471. 


1472. 
1473. 


1474. 


1475. 


Meyer, K.: Streptococcal hyaluronidase, Tr. New York Acad. Sc. 14: 164 (Feb.) 1952. 

Meyer, K., Linker, A., and Rapport, M. M.: The production of monosaccharides from 
hyaluronic acid by beta-glucuronidase, J. Biol. Chem. 192: 275 (Sept.) 1951. 

Meyer, K., and Rapport, M. M.: The inhibition of testicular hyaluronidase by heavy 
metals, J. Biol. Chem. 188: 485 (Feb.) 1951. 

Meyer, K., and Rapport, M. M.: The mucopolysaccharides of the ground substance of 
connective tissue, Science 113: 596 (May) 1951. 

Meyer, K., and Rapport, M. M.: Hyaluronidases, Advances in Enzymology 13: 199, 
1952. 

Meyers, A. J., Trevorrow, V., Washburn, A. H., and Mugrage, E. R.: Quantitative 
studies of the influence of plasma proteins and hematocrit on the erythrocyte sedi- 
mentation rate, Blood 8: 893 (Oct.) 1953. 

Meyers, M. H.: Experiences with the muscle-transplant operation for the relief of 
painful arthritis of the hip, J. Bone and Joint Surg. 35A: 384, 1953. 

Miall, W. E.: Caplan, A., Cochrane, A. L., Kilpatrick, G. S., and Oldham, P. D.: An 
epidemiological study of rheumatoid arthritis associated with characteristic chest 
x-ray appearances in coal-workers, Brit. M. J. 2: 1231 (Dec. 5) 1953. 

Michael, M., Jr.: Effect of cortisone and ACTH on bacterial infections, South. M. J. 
44: 450 (May) 1951. 

Michael, M., Jr., and Worton, C. M.: Delay of the early inflammatory response by 
cortisone, Proc. Soc. Exper. Biol. and Med. 76: 754 (Apr.) 1951. 

Michael, S. R., Vural, I. L., Bassen, F. A., and Schaefer, L.: Hematologic aspects of 
disseminated (systemic) lupus, Blood 6: 1059 (Nov.) 1951. 

Michelson, H. E.: Remarks on lupus erythematosus, Proc. Staff Meet., Mayo Clin. 
27: 431, 1952. 

Middlemiss, J. H.: Juvenile rheumatoid arthritis (Still’s disease), Proc. Roy. Soc. 
Med. 44: 805 (Sept.) 1951. 

Middleton, W. S.: Some clinical expressions of diffuse collagen disorders, M. Clin. 
North America 37: 1697, 1953. 

Milch, H.: The resection angulation operation; a preliminary report of results, New 
York J. Med. 53: 1201 (May) 1953. 

Milch, H.: Focal degeneration of the patellar tendon, Am. J. Surg. 85: 804 (June) 
1953. 

Milch, H.: Femoral osteotomy in the treatment of Marie-Strumpell’s disease, J. Inter- 
nat. Coll. Surgeons 20: 465, 1953. 

Milch, H., and Milch, R. A.: Alcaptonuria, J. Internat. Coll. Surgeons 15: 669 
(June) 1951. 

Miley, G. P., and Laplume, A. A.: Control of deltoid bursitis with the Knott technic 
of blood irradiation therapy, Am. J. Surg. 86: 401, 1953. 

Miller, A., and Friedman, B.: Fascial arthroplasty of the knee, J. Bone and Joint Surg. 
34A: 55 (Jan.) 1952. 

Miller, G. E., Danzig, L. S., and Talbott, J. H.: Urinary excretion of uric acid in the 
Dalmatian and non-Dalmatian dog following administration of Diodrast, sodium 
salicylate and a mercurial diuretic, Am. J. Physiol. 164: 155 (Jan.) 1951. 

Miller, H. I., and Smith, L. W.: Synovial sarcoma of thigh, Boston M. Quart. 4: 24 
(Mar.) 1953. 

Miller, J. L.: Leprosy, Arch. Dermat. and Syph. 63: 783 (June) 1951. 

Miller, J. M., and Engle, R. L., Jr.: Metastatic suppurative arthritis with subcutaneous 
emphysema caused by Escherichia coli, Am. J. Med. 10: 241 (Feb.) 1951. 

Miller, J. W., Hanf, R. W., and Walker, J. H.: Acute soft tissue calcification of 
joints other than the shoulder, Ann. Rheumat. Dis. 10: 490 (Dec.) 1951. 

Millikan, C. H.: Sciatica: differential diagnosis and treatment, J. A. M. A. 145: 1, 
1951. 


ter 


1476. 


1477. 


1478. 


1479. 


1480. 
1481. 


1482. 


1483, 


1484. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1175 


1485. 


1486. 
1487. 


1488. 


1489. 


1490. 


1491. 
1492. 


1493. 
1494. 


1495, 


1496. 


1497. 
1498. 
1499, 


1500. 


Milner, A. N.: Systemic lupus erythematosus with nodular lesions; report of a case, 
Brit. J. Dermat. 65: 204 (June) 1953. 

Mindell, E. R., and Sherman, M. S.: Late results in Legg-Perthes disease, J. Bone 
and Joint Surg. 33A: 1 (Jan.) 1951. 

Minear, W. L.: Xanthomatous joint tumors, J. Bone and Joint Surg. 33A: 451 
(Apr.) 1951. 

Minear, W. L.: Tuberculosis of bones and joints in children, Am. Surgeon 17: 825 
(Sept.) 1951. 

Mitchell, W. R. D.: Management of the arthritic hip, M. Press 227: 265 (Mar.) 1952. 

Modell, W., and Patterson, R.: Intestinal bleeding associated with acetylsalicylic acid, 
J. A. M. A. 147: 124, 1951. 

Modern, F. W. 5., and Meister, L.: The kidney of gout, a clinical entity, M. Clin. 
North America 36: 941 (July) 1952. 

Moe, A. E.: Gastric ulcer appearing during cortisone administration; report of a case, 
Gastroenterology 20: 343 (Feb.) 1952. 

Mogensen, F. F.: Reflex vasodilatation test in patients with periarthrosis humero- 
scapularis and the “shoulder-hand syndrome,” Acta med. Scandinay. 145: 1, 1953. 
Montgomery, M. M., Zivin, S., and Steck, I. E.: Certain aspects of ACTH and cor- 
tisone therapy in older patients with rheumatoid arthritis, J. Am. Geriat. Soc. 1: 

9 (Jan.) 1953. 

Moolten, S. E., and Clark, E.: Viremia in acute hemolytic anemia and in auto- 
hemagglutination, Arch. Int. Med. 89: 270, 1952. 

Moon, V. H., and Tershakovec, G. A.: Influence of cortisone upon acute inflammation, 
Proc. Soc. Exper. Biol. and Med. 79: 63 (Jan.) 1952. 

Moore, D. F., Lowenthal, J., Fuller, M., and Jaques, L. B.: Inhibition of experimental 
arteritis by cortisone, salicylate and related compounds, Am. J. Clin. Path. 22: 936 
(Oct.) 1952. 

Moore, H. C., and Sheehan, H. L.: The kidney of scleroderma, Lancet 1: 68 (Jan. 12) 
1952. 

Moore, J. E., and Mohr, C. F.: The incidence and etiologic background of chronic bio- 
logic false-positive reactions in serologic tests for syphilis: preliminary report, Ann. 
Int. Med. 37: 1156, 1952. 

Moore, L. V.: Some aspects of the care of the rheumatic subject, M. Clin. North 
America 36: 217 (Jan.) 1952. 

Moore, M., and Frerichs, J. B.: An unusual acid-fast infection of the knee with sub- 
cutaneous abscess-like lesions of the gluteal regions, J. Invest. Dermat. 20: 133, 1953. 

Moore, M., Jr.: Radiohumeral synovitis, Arch. Surg. 64: 501 (Apr.) 1952. 

Moore, M., Jr.: Radiohumeral synovitis, a cause of persistent elbow pain, S. Clin. 
North America 33: 1363 (Oct.) 1953. 

Moorhead, J. J.: Trauma and Dupuytren’s contracture, Am. J. Surgery 85: 352 


(Mar.) 1953. 
More, R. H., and Kobernick, S. D.: Arteritis, carditis, glomerulonephritis and bilateral 
renal cortical necrosis induced in rabbits by injection of horse serum or bovine 


gamma globulin combined with killed group A streptococci or Freund’s adjuvant, 
Arch. Path. 51: 361 (Apr.) 1951. 

Moreton, R. D., and Ehni, G.: Radiographic findings in protruded cervical discs, 
South. M. J. 44: 582 (July) 1951. 

Morgan, P. W.: Osteochondritis dissecans of the supratrochlear septum, Radiology 
60: 241, 1953. 

Morrione, T. G.: The formation of collagen fibers by the action of heparin on soluble 
collagen: an electron microscope study, J. Exper. Med. 96: 107 (Aug.) 1952. 

Morris, H. D.: Severe injuries of the knee joint; diagnosis and treatment, New Or- 


leans M. and S. J. 103: 371 (Mar.) 1951. 


ig 
f 
Be 
4 
| 


1176 WILLIAM D. ROBINSON ET AL. December 1956 


1501. Morris, S.: Some aspects of radiography and rheumatism, Radiography 17: 23 (Feb.) 
1951. 
1502. Morrison, R. J. G., and Baird, J. P.: Orchitis in Bornholm disease, Brit. M. J. 1: 198 
(Jan. 26) 1952. 
1503. Mortensen, V., and Gormsen, H.: Lupus erythematosus disseminatus (Libman-Sacks’ 
disease). Remarks on the clinical picture, Acta med. Scandinav. (Supp. 266) 142: 
743, 1952. 
1504. Moschcowitz, E.: Sarcoidosis in relation to tuberculosis, J. Mt. Sinai Hosp. 17: 799 
(Mar.) 1951. 
1505. Motulsky, A. G., Weinberg, S., Saphir, O., and Rosenberg, E.: Lymph nodes in rheu- 
matoid arthritis, Arch. Int. Med. 90: 660 (Nov.) 1952. 
1506. Moulton, J. E., Rhode, E. R., and Wheat, J. D.: Erysipelatous arthritis in calves, J. 
Am. Vet. M. A. 123: 335 (Oct.) 1953. 
1507. Movitt, E. R., and David, A. E.: Liver biopsy in rheumatoid arthritis, Am. J. M. Se. 
226: 516 (Nov.) 1953. 
1508. Mowbray, J.: Cortisone in the treatment of carditis, J. Irish M. A. 32: 178 (June) 
1953. 
1509. Mueller, E. E., and Mead, S.: The electromyogram in rheumatoid arthritis, Am. J. 
Phys. Med. 31: 67 (Apr.) 1952. 
1510. Mufson, I.: An etiology of scleroderma, Ann. Int. Med. 39: 1219 (Dec.) 1953. 
1511. Mulcahy, R.: Rheumatic carditis; its diagnosis and prevention, J. Irish M. A. 32: 
185, 1953. 
1512. Muller, A. F., and Bauer, W.: A new method for preparing a highly purified uricase 
suitable for uric acid determination by ultraviolet spectrophotometry, J. Lab. and 
Clin. Med. 41: 497, 1953. 
1513. Muller, A. F., and Bauer, W.: Uric acid production in normal and gouty subjects, de- 
termined by N™ labeled glycine, Proc. Soc. Exper. Biol. and Med. 82: 47, 1953. 
1514. Mundy, W. L., Howard, R. M., Stillman, P. H., and Bevans, M.: Cortisone therapy 
in case of rheumatoid nodules of the eye in chronic rheumatoid arthritis, Arch. 
Ophth. 45: 531 (May) 1951; correction 46: 599 (Nov.) 1951. 
1515. Mundy, W. L., Walker, W. G., Jr., Bickerman, H. A., and Beck, G. J.: Periarteritis 
nodosa; report of a case treated with ACTH and cortisone, Am. J. Med. 11: 630 
(Nov.) 1951. 
1516. Murphy, G. E.: Evidence that Aschoff bodies of rheumatic myocarditis develop from 
injured myofibers, J. Exper. Med. 95: 319 (Mar.) 1952. 
1517. Murray, A. R.: The lumbar intervertebral disk lesion, M. J. Australia 2: 884 (Dec. 
12) 1953. 
1518. Myers, A.: Degeneration of cervical intervertebral discs following whip-lash injury, 
Bull. Hosp. Joint Dis. 14: 74 (Apr.) 1953. 
. Myers, G. B., Gottlieb, A. M., Mattman, P. E., Eckley, G. M., and Chason, J. L.: 
Joint and skeletal muscle manifestations in sarcoidosis, Am. J. Med. 12: 161 (Feb.) 
1952. 
. Myers, G. N.: Pregnenolone in the treatment of rheumatoid arthritis, Ann. Rheumat. 
Dis. 10: 32 (Mar.) 1951. 
. Myers, G. N., and Ross, D. N.: Further observations on the use of pregnenolone in 
rheumatoid arthritis, Ann. Rheumat. Dis. 10: 432 (Dec.) 1951. 
. Myerson, R. M.: Rheumatoid spondylitis; a report of thirty cases, Delaware State M. 
J. 24: 69 (Mar.) 1952. 
. Myerson, R. M., and Katzenstein, L.: Keratosis blennorrhagica successfully treated 
with corticotropin (ACTH), J. A. M. A. 149: 838, 1952. 
. Nassim, J. R., and Banner, H.: Skin response to local application of a nicotinic acid 
acid ester in rheumatoid arthritis; preliminary communication, Lancet 1: 699 


(Apr. 5) 1952. 


f 

ae 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1177 


1525. 


1526. 


1527. 


Nassim, J. R., and Pilkington, T.: Toxic effects of phenylbutazone, Brit. M. J. 1: 
1310 (June 13) 1953. 

Nathan, D. A., Meitus, M. L., Capland, L., and Lev, M.: Death following phenyl- 
butazone therapy; report of a case, Ann. Int. Med. 39: 1096 (Nov.) 1953. 

Nathan, L. Z., Kubota, C. K., and Turnbull, G. C.: Relative incidence of gout in Negro 
and white males at Cook County Hospital (1944-1952), J. Lab. and Clin. Med. 42: 
927, 1953. 


. Nattrass, F. J.: ACTH therapy, Practitioner 168: 289 (Mar.) 1952. 
. Naugler, W. E., and Brown, B. J.: The effect of colchicine on visible alimentary lip- 


emia, Stanford M. Bull. 11: 274, 1953. 


. Naylor, A.: Brachial neuritis, with particular reference to lesions of the cervical inter- 


vertebral discs, Ann. Roy. Coll. Surgeons, England 9: 158 (Sept.) 1951. 


. Naylor, A.: The treatment of prolapse and allied lesions of the cervical discs, M. Press 


230: 3 (Nov.) 1953. 


. Naylor, A., and Smare, D. L.: Fluid content of the nucleus pulposus as a factor in the 


disk syndrome; preliminary report, Brit. M. J. 2: 975 (Oct. 31) 1953. 


. Neale, C. L., and Friedenberg, M. D.: Toxic reactions occurring with ACTH and 


cortisone therapy, Virginia M. Monthly 78: 283 (June) 1951. 


534. Neff, F. E., and Anderson, C. M.: Use of ultraviolet blood irradiation in the treatment 


of bursitis and tendinitis calcarea, Am. J. Surg. 81: 622 (June) 1951. 


. Nelson, D. H.: Arthography of the shoulder, Brit. J. Radiol. 25: 134 (Mar.) 1952. 
. Nelson, D. H., and Samuels, L. T.: Method for determination of 17-hydroxycorticoste- 


roids in blood; 17-hydroxycorticosterone in peripheral circulation, J. Clin. Endocri- 
nol. 12: 519 (May) 1952. 


. Nelson, D. H., Samuels, L. T., Willardson, D. G., and Tyler, F. H.: Levels of 17- 


hydroxycorticosteroids in peripheral blood of human subjects, J. Clin. Endocrinol. 
11: 1021 (Sept.) 1951. 


. Nelson, L. M., and Gunther, K.: Effect of colchicine on fasting eosinophil count, J. 


Invest. Dermat. 20: 249, 1953. 


. Nelson, S.: Rheumatoid arthritis, M. J. Australia 2: 581 (Nov. 3) 1951. 
. Nelson, S. G.: The therapeutic uses of cortisone and ACTH, M. J. Australia 1: 18 


(Jan. 5) 1952. 


. Neu, H. N., and Reedy, W. J.: Rheumatoid arthritis; diagnosis and new concepts of 


therapy, Nebraska M. J. 36: 293 (Sept.) 1951. 


. Neuberger, A., Perrone, J. C., and Slack, H. G. B.: The relative metabolic inertia of 


tendon collagen in the rat, Biochem. J. 49: 199 (July) 1951. 


. Neuberger, A., and Slack, H. G. B.: The metabolism of collagen from liver, bone, 


skin and tendon in the normal rat, J. Biol. Chem. 53: 47, 1953 


. Neufeld, I.: Pathogenetic concepts of “fibrositis”: fibropathic syndromes, Arch. Phys. 


Med. 33: 363, 1952. 


. Neustadt, J. G., and Steinbrocker, O.: Postpartum plasma in the treatment of rheuma- 


toid arthritis, Ann. Rheumat. Dis. 12: 350, 1953. 


. Neuwirth, E.: Headaches and facial pains in cervical discopathy, Ann. Int. Med. 37: 


75 (July) 1952. 


. Newman, M. K., and Murphy, A.: Physical medicine and rehabilitation; the applica- 


tion to chronic arthritis, J. Michigan M. Soc. 50: 1031 (Sept.) 1951. 


. Newman, P. H.: Sprung back, J. Bone and Joint Surg. 34B: 30 (Feb.) 1952. 
. Newman, P. H., and Scales, J. T.: The unsuitability of polythene for movable weight- 


bearing prostheses: report of a case of cup arthroplasty of the hip, J. Bone and 
Joint Surg. 33B: 392 (Aug.) 1951. 


0. Newman, R. W.: Cervico-brachial pain, South Dakota J. Med. 5: 37 (Feb.) 1952. 
. Niceley, P.: Urologic symptoms relieved by postural corrections, J. Internat. Coll. 


Surgeons 18: 340 (Sept.) 1952. 


1529 
| 533 
1535 
1536 
1 5 37 
1 538 — 
1539 
1540 
| 542 
| 
| 54S 
| 546 
1548 
1549 
55 
155 
i 


1178 WILLIAM D. ROBINSON ET AL. December 1956 


1552. Nichamin, S. J.: Pleurodynia in children; clinical observations in fifty-four cases, 


1553 


1554 


1555. 


1556 


1557 


1558 


1559 


1560. 


1561. 


J. A. M. A. 148: 1002, 1952. 

. Nichols, J., Miller, A. T., Jr., and Hiatt, E. P.: Influence of muscular exercise on uric 
acid excretion in man, J. Appl. Physiol. 3: 501 (Feb.) 1951. 

. Norcross, B. M.: The use of ACTH and Cortone in certain medical diseases, New 

York J. Med. 51: 2356 (Oct.) 1951. 

Norcross, B. M., Lockie, L. M., Constantine, A. G., Talbott, J. H., and Stein, R. H.: 
The effect of Cortone and ACTH on the histopathologic lesions of rheumatoid ar- 
thritis, Ann. Int. Med. 36: 751 (Mar.) 1952. 

. Norcross, B. M., Lockie, L. M., and Talbott, J. H.: Evaluation of steroids in rheuma- 

toid arthritis, New York J. Med. 51: 1031 (Apr.) 1951. 

. Norymberski, J. K., Stubbs, R. D., and West, H. F.: Assessment of adrenocortical 
activity by assay of 17-ketogenic steroids in urine, Lancet 1: 1276 (June 27) 1953. 

. Novak, A.: Effect of ACTH on incorporation of labeled-histidine into tissue proteins 
in male adult mice, Am. J. Physiol. 168: 121 (Jan.) 1952. 

. Novotny, H.: Osteochondrosis dissecans in two brothers; the pre- and developed state, 

Acta radiol. 37: 493 (May) 1952. 

Noyes, M. B., and Hunter, J. A.: An evaluation of the operative treatment of ruptured 
lumbar discs, J. Internat. Coll. Surgeons 16: 746 (Dec.) 1951. 

Nugent, T. E., Nugent, F. W., and O’Neil, F. B.: Gold therapy in rheumatoid ar- 
thritis in private practice, Canad. M. A. J. 68: 225 (Mar.) 1953. 

. Numainville, L. J., and Scarpellino, C. J.: Coexistent rheumatic fever and subacute 
bacterial endocarditis treated with ACTH and antibiotics, Am. Heart J. 43: 468 
(Mar.) 1952. 

. Nutt, A. B.: Late fundus changes in a case of dermatomyositis, Proc. Roy. Soc. Med. 
44: 979 (Nov.) 1951. 


. Nystrém, G.: Gold treatment of rheumatoid arthritis at As6é and at Sddersjukhus 


(762 treatments) in 1932-46, Rheumatism 6: 174 (Oct.) 1950. 


. Nystrém, G.: Associated rheumatoid arthritis, periarteritis nodosa and Felty’s syn- 


drome; report of three cases, Ann. med. int. Fenniae 42: 52, 1953. 


. Ober, F. R.: Treatment of lame backs, Postgrad. Med. 10: 146 (Aug.) 1951. 

. Ober, F. R.: Lame back, J. A. M. A. 148: 438, 1952. 

. Ober, F. G.: The shoulder syndrome, J. Iowa M. Soc. 42: 483 (Oct.) 1952. 

. O'Connell, J. E. A.: Protrusion of the lumbar intervertebral disc; clinical review 


based on 500 cases treated by excision of protrusion (Hunterian lecture), J. Bone 
and Joint Surg. 33B: 8 (Feb.) 1951. 


. O'Donnell, W. M., Fajans, S. S., and Weinbaum, J. G.: Human adrenal cortex after 


administration of ACTH and cortisone, Arch. Int. Med. 88: 28 (July) 1951. 


. Ogryzlo, M. A.: The therapeutic application of ACTH and cortisone, Treat. Serv. 


Bull. 7: 283 (July) 1952. 


. Ogryzlo, M. A.: Diffuse systemic rheumatoid disease, Ann. Rheumat. Dis. 12: 323 


(Dec.) 1953. 


. Ogston, A. G., and Stanier, J. E.: The dimensions of the particle of hyaluronic acid 


complex in synovial fluid, Biochem. J. 49: 585, 1951. 


. Ogston, A. G., and Stanier, J. E.: Further observations on the preparation and 


composition of the hyaluronic acid complex of ox synovial fluid, Biochem. J. 52: 
149 (Sept.) 1952. 


. Ogston, A. G., and Stanier, J. E.: The physiologic function of hyaluronic acid in 


synovial fluid; viscous, elastic and lubricant properties, J. Physiol. 119: 244, 1953. 


. Ogston, A. G., and Stanier, J. E.: Some effects of hyaluronidase on the hyaluronic 


acid of ox synovial fluid, and their bearing on the investigation of pathological 
fluids, J. Physiol. 119: 253, 1953. 


. Oker-Blom, N.: Serological studies in rheumatoid arthritis; absorption with bentonite 


1562 
1563 
1566 
1567 
1568 
1569 
a 
157 5 
1 577 


1584. 


1586. 


1587. 


1588. 


1589. 


1590. 


1591. 


1592. 


1593. 


1594. 


1595. 


1596. 


1597. 
1598. 


1578. 


1579. 


1580. 


1581. 


1582. 


1583. 


1585. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1179 


of the streptococcal agglutinating factor from sera of patients with rheumatoid 

arthritis, Ann. med. exper. et biol. Fenniae 30: 150, 1952. 

Oker-Blom, N.: Serological studies in rheumatoid arthritis; absorption of the strep- 
tococcal agglutinating factor from sera of patients with rheumatoid arthritis by 
Streptococcus haemolyticus and Staphylococcus aureus, Ann. med. exper. et biol. 
Fenniae 30: 139, 1952. 

Oker-Blom, N., and Widholm, O.: Serological studies in rheumatoid arthritis; com- 
parison between the agglutination of Streptococcus haemolyticus and Staphylococ- 
cus aureus and antistreptolysin and titers in sera of patients with rheumatoid 
arthritis, Ann. med. exper. et biol. Fenniae 30: 144, 1952. 

Oldfield, M. C.: “Tennis thumb.” Tendinitis with calcification in flexor pollicis 

longus, Lancet 1: 1151 (May 26) 1951. 


1580.(a) O’Leary, P. A.: Symposium on systemic lupus erythematosus, Proc. Staff. Meet., 


Mayo Clin. 27: 409, 1952. 

Olhagen, B.: The protein pattern of joint exudates, Acta orthop. Scandinav. 20: 
114, 1950. 

Olhagen, B.: Electrophoretic studies on the effects of cortisone and ACTH treatment 
on the plasma proteins, Acta med. Scandinav. (Supp. 259) 140: 149, 1951. 

Olsson, O.: Degenerative changes of the shoulder joint and their connection with 
shoulder pain; a morphological and clinical investigation with special attention to 
the cuff and biceps tendon, Acta chir. Scandinav. (Supp. 181): 1, 1953. 

Opie, E. L., and Rothbard, M. B.: Water exchange of collagenous tissues and of 
gelatin, J. Exper. Med. 97: 499, 1953. 

Opsahl, J. C., Long, C. N. H., and Fry, E. G.: Chorionic gonadotrophin, ACTH, and 
the adrenal-hyaluronidase relationship, Yale J. Biol. and Med. 23: 399 (Apr.) 1951. 

O’Rahilly, R.: The early prenatal development of the human knee joint, J. Anat. 85: 
166 (Apr.) 1951. 

Orbach, E. J.: Bursitis and myofasciitis; treatment by local injections of cortisone: 
a preliminary report, J. Internat. Coll. Surgeons 17: 19 (Jan.) 1952. 

Orbach, E. J.: Treatment of bursitis by local injection of hydrocortisone acetate, J 
Internat. Coll. Surgeons 18: 159 (Aug.) 1952. 

Orbison, J. L.: Studies on hypersensitivity arteritis in rabbits. I. Effect of acute 
arteritis on blood pressure. II. Observations on animals subjected to numerous 
large injections of horse serum, Arch. Path. 53: 352 (Apr.) 1952. 

Orell, S.: The radical treatment of bone and joint tuberculosis; introduction, Acta 
orthop. Scandinav. 21: 187, 1951. 

Orell, S.: Chemotherapy and surgical treatment in bone and joint tuberculosis, Acta 
orthop. Scandinav. 21: 190, 1951. 

Osgood, C. K., and Favour, C. B.: Effect of adrenocorticotropic hormone on inflam- 
mation due to tuberculin hypersensitivity and turpentine and on circulating anti- 
body levels, J. Exper. Med. 94: 415 (Nov.) 1951. 

Osmond, J. D., Jr.: Lesions producing bursitis-like symptoms; importance of 
radiographic study before treatment of bursitis, Ohio State M. J. 49: 302 (Apr.) 
1953. 

Ostman, P.: Combined surgical and chemotherapy of abscesses in bone and joint 
tuberculosis; early results, Acta orthop. Scandinay. 21: 204, 1951. 

Otenasek, F. J.: The variety of spinal lesions simulating the disk syndrome, South. 
M. J. 46: 843 (Sept.) 1953. 

Ouchterlony, O., Berglund, K., and Nordenson, N. G.: Antibodies and bone marrow 
reticulum in diseases treated with ACTH and cortisone, Acta path. et microbiol. 
Scandinav. (Supp. 93), p. 37, 1952. 

Overton, L. M.: Cervical spine nerve root pain, Am. Surgeon 17: 343 (Apr.) 1951. 

Overton, L. M., and Grossman, J. W.: Anatomical variations in the articulation 


; 
= 
= 
4 


1599. 


1600. 


1601. 


1602. 


1603. 


1604. 


1605. 


WILLIAM D. ROBINSON ET AL. December 1956 


between the second and third cervical vertebrae, J. Bone and Joint Surg. 34A: 
155 (Jan.) 1952. 

Page, F.: Treatment of lupus erythematosus with mepacrine, Lancet 2: 755 (Oct. 27) 
1951. 

Page, F.: Mepacrine and lupus erythematosus, Arch. Middlesex Hosp. 3: 219 (Oct.) 
1953. 

Pagel, W.: Polyarteritis nodosa and the “rheumatic” diseases, J. Clin. Path. 4: 137 
(May) 1951. 

Palazzo, W. L.: X-ray therapy of peritendinitis and bursitis, Mississippi Valley M. J. 
73: 161 (Nov.) 1951. 

Parker, L. O., and deLorimier, A. A.: Double contrast visualization of joints, Cali- 
fornia Med. 78: 424 (May) 1955. 

Parkes, M. W., and Wrigley, F.: The effect of A.C.T.H., cortisone, and D.C.A., 
with ascorbic acid on “formalin-arthritis,” Brit. M. J. 1: 670 (Mar. 31) 1951. 
Parkes, M. W., and Wrigley, F.: Arthritis in rats produced by pleuro-pneumonia- 

like organisms, Ann. Rheumat. Dis. 10: 177 (June) 1951. 


. Parnell, R. W.: Knee effusion in young adults as an early sign of degenerative 


arthritis, Ann. Rheumat. Dis. 10: 347 (Sept.) 1951. 


. Parr, L. J. A.: Analysis of 150 cases of rheumatoid arthritis, M. J. Australia 2: 725 


(Dec. 1) 1951. 


. Parr, L. J. A., Shipton, E. A., and White, P.: Some experiences in the use of the 


adrenaline test in 51 cases of rheumatoid arthritis, M. J. Australia 1: 682 (May 
12) 1951. 


. Parr, L. J. A., White, P., and Shipton, E.: Some observations on 100 cases of 


ankylosing spondylitis, M. J. Australia 1: 544 (Apr. 14) 1951. 


. Parsons, H., and Norton, W. S., I[: The management of diabetic neuropathic joints, 


New England J. Med. 244: 935, 1951. 


. Parsons, W. B.: Concept and management of low backache, Canad. M. A. J. 65: 43 


(July) 1951. 


. Pascale, L. R., Dubin, A., and Hoffman, W. S.: Therapeutic value of probenecid 


(Benemid) in gout, J. A. M. A. 149: 1188, 1952. 


. Pastor, B. H., Sloane, N. G., and Goldburgh, H. L.: Disseminated lupus erythe- 


matosus in the male; report of five cases, New England J. Med. 244: 81, 1951. 


. Patterson, R. M., Benson, J. F., and Schoenberg, P. L.: Clinical evaluation of 


phenylbutazone, U. S. Armed Forces M. J. 4: 109, 1953. 


. Pattison, J. D., Jr., Beck, E., and Miller, W. B.: Hypertrophic osteoarthropathy in 


carcinoma of the lung, J. A. M. A. 146: 783, 1951. 


. Patz, I. M., Measroch, V., and Gear, J.: Bornholm disease, pleurodynia or epidemic 


myalgia: an outbreak in the Transvall associated with Coxackie virus infection, 
South African M. J. 27: 396, 1953. 


. Paul, J. T.: Charcot joint in diabetes mellitus, Am. Pract. and Digest Treat. 4: 49, 


1953. 


. Paul, W. D., Hodges, R. E., Knouse, R. W., and Wright, C. S., Jr.: Effect of anti- 


rheumatic drugs on synovial membrane permeability, Proc. Soc. Exper. Biol. and 


Med. 79: 68 (Jan.) 1952. 


. Pauling, L., and Corey, R. B.: The structure of fibrous proteins of the collagen- 


gelatin group, Proc. Nat. Acad. Sc. 37: 272 (May) 1951. 


. Paulson, S., Sylven, B., Hirsch, C., and Snellman, O.: Biophysical and physiological 


investigations on cartilage and other mesenchymal tissues. The diffusion rate of 
various substances in normal bovine nucleus pulposus, Biochim. et Biophys. Acta 7: 


207, 1951. 


. Peacock, A.: Observations on the pre-natal development of the intervertebral disc in 


man, J. Anat. 85: 260 (July) 1951. 


Rye 
1180 
606 
1607 
608 
4 
1620 
q 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1181 


1622. Peacock, A.: Observations of the post-natal structure of the intervertebral disc in 
man, J. Anat. 86: 162 (Apr.) 1952. 

1623. Pearson, B.: Two cases of Felty’s syndrome with features of Sjogren’s syndrome, 
Proc. Roy. Soc. Med. 45: 253 (May) 1952. 

1624. Pease, A. G. E.: Cytological and cytochemical investigation on the foetal and adult 
hypophysis in various physiological and pathological states, J. Path. and Bact. 
65: 355, 1953. 

1625. Peck, R. I.: The role of spinal fusion in low back pain, Pennsylvania M. J. 54: 564 
(June) 1951. 

1626. Pedersen, H. E., and Key, J. A.: Pathology of calcareous tendinitis and subdeltoid 
bursitis, Arch. Surg. 62: 50 (Jan.) 1951. 

1627. Pedersen, H. E., and McCarroll, H. R.: Treatment in Legg-Perthes disease, J. Bone 
and Joint Surg. 33A: 591 (July) 1951. 

1627.(a) Pedler, J. M.: Case of rheumatoid arthritis treated with tetraethyl ammonium 
chloride, M. J. Australia 2: 864 (Dec. 9) 1950. 

1628. Pelloja, M.: Role of the pituitary and adrenal glands in the inhibition of hyaluronidase 
by salicylates in vivo, Lancet 1: 233 (Feb. 2) 1952. 

1629. Pelner, L., and Waldman, S.: Serum-sickness type of penicillin reactions treated with 
sodium dehydrocholate, Postgrad. Med. 11: 49 (Jan.) 1952. 

1630. Peltola, P.: Hemorrhage due to acetylsalicylic acid, report of a case, Ann. med. int. 
Fenniae 42: 58, 1953. 

1631. Peltola, P., and Ahto, A.: Heberden’s nodes and cervical spondylarthrosis, Ann. 
med. int. Fenniae 42: 64, 1953. 

1632. Perchanok, M.: Activation of healed pulmonary tuberculosis incidental to the use 
of cortisone in rheumatoid arthritis; a case report, Treat. Serv. Bull. 6: 321 (July- 
Aug.) 1951. 

1633. Perera, G. A.: Cortisone and blood pressure, Proc. Soc. Exper. Biol. and Med. 76: 
583 (Mar.) 1951. 

1634. Perera, G. A., Ragan, C., and Werner, S. C.: Clinical and metabolic study of 17- 
hydroxycorticosterone (Kendall compound F); comparison with cortisone, Proc. 
Soc. Exper. Biol. and Med. 77: 326 (June) 1951. 

1635. Perlman, L., Bernstein, A., Maslow, W. C., and Scatliff, J. H.: Gout in a Negro 
woman, J. A. M. A. 151: 726, 1953. 

1636. Perlman, R., and Hawes, L. E.: Cervical spondylolisthesis, J. Bone and Joint Surg. 
33A: 1012 (Oct.) 1951. 

1637. Perlmutter, M., and Mufson, M.: The hypoglycemic and eosinopenic response to 
insulin: a test for pituitary-adrenal insufficiency, J. Clin. Endocrinol. 11: 277 
(Mar.) 1951. 

1638. Perret, G.: Diagnostic and therapeutic considerations in cervicobrachial pain, J. 
Iowa M. Soc. 41: 7 (Jan.) 1951. 

1639. Perry, C. B.: Refresher course for general practitioners; rheumatic fever, Brit. M. J. 
2: 142 (July 19) 1952. 

1640. Persons, E. L., and Baker, L. D.: Ankylosing spondylitis, GP 8: 83 (Dec.) 1953. 

1641. Peschel, E., Black-Schaffer, B., and Schlayer, C.: Potassium deficiency as cause of 
the so-called rheumatic heart lesions of the adaptation syndrome, Endocrinology 48: 
399 (Apr.) 1951. 

1642. Peterman, E. A.: Corticotropin, protamine supplement and plasma fibrinogen levels 
in chronic arthritis, J. Michigan M. Soc. 51: 1191, 1952. 

1643. Peterson, J. C., and Kampmeier, R. H.: Whipple’s intestinal lipodystrophy: its rela- 
tionship to the rheumatic state, Am. J. M. Sc. 221: 543 (May) 1951. 

1644. Peterson, L. T.: The orthopedic treatment of arthritis, West Virginia M. J. 49: 95 

(Apr.) 1953. 


: 
: 
: 
Be 
: 
‘cae 


1182 WILLIAM D. ROBINSON ET AL. December 1956 


1645. Petrie, J. G.: A case of progressive joint disorders caused by insensitivity to pain, 
J. Bone and Joint Surg. 35B: 399, 1953. 

1646. Peylan, A.: Direct auscultation of the joints, Rheumatism 9: 77 (Oct.) 1953. 

1647. Phalen, G. S.: Calcification adjacent to the pisiform bone, J. Bone and Joint Surg. 
34A: 579 (July) 1952. 

1648. Phillips, A. M., Phillips, R. W., and Caraway, W. T.: Response of patients with 
rheumatoid arthritis te the administration of nitrogen mustard, Rhode Island M. J. 
35: 610 (Nov.) 1952. 

1649. Phillips, K.: Clinical experience with Crowe’s vaccine in the combined manage- 
ment of arthritis, South. Med. and Surg. 113: 68 (Mar.) 1951. 

1650. Pickrell, K. L., Wilde, N. J., Edwards, B. F., Broadbent, T. R., and Georgiade, N.: 
The correction of ankylosis of the jaw and associated deformities of the face, 
Ann. Surg. 134: 55 (July) 1951. 

1651. Pierce, W. A., Jr., Steele, R. H., and White, A. G. C.: A colorimetric method for 
hyaluronic acid estimation, Proc. Soc. Exper. Biol. and Med. 83: 373 (May) 1953. 

1652. Pike, R. M., Sulkin, E., and Coggeshall, H. C.: Serological reactions in rheumatoid 
arthritis. III. Increased agglutination of sensitized sheep erythrocytes in the 
presence of normal animal sera, J. Immunol. 66: 107 (Jan.) 1951. 

1653. Pike, R. M., Sulkin, S. E., Coggeshall, H. C., and Burdette, R. I.: Serological 
reactions in rheumatoid arthritis. IV. Persistence of the serum .factor which 
agglutinates sensitized sheep cells, J. Lab. and Clin. Med. 41: 880, 1953. 

1654. Pilcher, R. B.: Dermatomyositis; report of a case, Brit. J. Dermat. 62: 494 (Dec.) 
1950. 

1655. Pine, I., Engel, F. L., and Schwartz, T. B.: The electroencephalogram in ACTH 
and cortisone treated patients, Electroencephalog. and Clin. Neurophysiol. 3: 301 
(Aug.) 1951. 

1656. Piora, J.: Cystitis and hematuria as the predominant symptoms of Reiter’s disease, 
Acta med. Scandinav. 144: 284, 1953. 

1657. Piper, C. T.: Four cases of rheumatoid arthritis treated with tetraethyl ammonium 
chloride, M. J. Australia 2: 861 (Dec. 9) 1950. 

1658. Piper, P. G.: Disseminated lupus erythematosus with involvement of the spinal cord, 
J. A. 3932 255, 1953. 

1659. Piraino, A. F.: Schonlein-Henoch syndrome; with report of a case, Ann. Allergy 11: 
332 (May) 1953. 

1660. Pirani, C. L., and Bennett, G. A.: Rheumatoid arthritis: a report of three cases 
progressing from childhood and emphasizing certain systemic manifestations, Bull. 
Hosp. Joint Dis. 12: 335, 1951. 

1661. Pirani, C. L., and Catchpole, H. R.: Serum glycoproteins in experimental scurvy, 
Arch, Path. 51: 597 (June) 1951. 

1662. Pirofsky, B., and Shearn, M. A.: The familial occurrence of disseminated lupus 
erythematosus, New York J. Med. 53: 3022, 1953. 

1663. Pisciotta, A. V., Giliberti, J. J., Greenwalt, T. J., and Engstrom, W. W.: Acute 
hemolytic anemia in disseminated lupus erythematosus, Am. J. Clin. Path. 21: 
1139, 1951. 

1664. Pitts, F. W., and Chambers, J. S.: The influence of p-(di-n-propylsulfamy]) -benzoic 
acid on the excretion of uric acid, U. S. Armed Forces M. J. 3: 1219, 1952. 

1665. Plachta, A., and Speer, F. D.: Periarteritis nodosa with unusual liver involvement 
and hypotension, Bull. New York M. Coll. 15: 79, 1952. 

1666. Plenk, H. P.: Calcifying tendinitis of the shoulder: a critical study of the value of 
x-ray therapy, Radiology 59: 384 (Sept.) 1952. 

1667. Plitman, G. I., and Gendel, B. R.: Idiopathic calcinosis circumscripta, Am. J. Med. 
11: 267 (Aug.) 1951. 


\ 
| 
| 
: 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1183 


1668. 


1669. 


1670. 


1671. 


1672. 


1673. 


1674. 


1675. 


1676. 


1677. 


Plotz, C. M., Knowlton, A. I., and Ragan, C.: Natural history of Cushing’s syndrome, 
Am. J. Med. 13: 597 (Nov.) 1952. 

Poal, J. M.: Desoxycorticosterone acetate (DOCA) and vitamin C in rheumatoid 
arthritis, Ann. Rheumat. Dis. 10: 171 (June) 1951. 

Polley, H. F., and Elkins, E. C.: Significance to the physiatrist of recent developments 
in rheumatic diseases, Arch. Phys. Med. 32: 146 (Mar.) 1951. 

Polley, H. F., and Bickel, W. H.: Punch biopsy of synovial membrane, Ann. 
Rheumat. Dis. 10: 277 (Sept.) 1951. 
Pool, J. L.: The cervical disc syndrome: differential diagnosis and management based 
on twenty-six operated cases, Bull. New York Acad. Med. 29: 47 (Jan.) 1953. 
Popkin, R. J.: The use of hyaluronidase by iontophoresis in the treatment of gen- 
eralized scleroderma, J. Invest. Dermat. 16: 97 (Feb.) 1951. 

Popkin, R. J.: The use of hyaluronidase in the treatment of chronic skin ulcers in 
diffuse generalized scleroderma, Angiology 3: 335, 1952. 

Popp, C. G., Ottosen, P., and Brasher, C. A.: Cortisone and pulmonary tuberculosis, 
J. A. M. A. 147: 241, 1951. 

Poppen, J. L., and Fountain, E. M.: Protruded cervical intervertebral disk; experi- 
ences with 37 cases, S. Clin. North America 31: 891 (June) 1951. 

Poppi, A., Labo, G., Lenzi, G., and Rosa, L.: Epidemiology of rheumatic fever in 
a rural district in Italy with particular reference to some environmental factors, 
Ann, Rheumat. Dis. 12: 310 (Dec.) 1953. 


1677.(a) Porter, C. C., and Silber, R. H.: Quantitative color reaction for cortisone and 


1678. 


1679. 


1680. 


1681. 


1682. 


1683. 


1684. 


1685. 


1686. 


related 17, 21-dihydroxy-20-ketosteroids, J. Biol. Chem. 185: 201 (July) 1950. 

Portuondo y De Castro, J. M., and Muniz Cano, R.: ACTH therapy in 2 cases of 
rheumatoid arthritis and psoriasis coexisting with diabetes mellitus, J. Clin. 
Endocrinol. 12: 361 (Mar.) 1952. 

Potts, F. N.: Surgical considerations of certain hip lesions, Postgrad. Med. 14: 91 
(Aug.) 1953. 

Powell, L. W.: Sarcoidosis of skeletal muscle: report of 6 cases and review of litera- 
ture, Am. J. Clin. Path. 23: 881 (Sept.) 1953. 

Praetorius, E.: Plasma uric acid in aged and young persons, J. Gerontol. 6: 135 
(Apr.) 1951. 

Preston, R. L.: Orthopedic management of the musculo-skeletal lesions of rheumatoid 
arthritis, Bull. Rheumat. Dis. 1: 17 (May) 1951. 

Preston, R. L.: Reconstruction of the knee joint in chronic rheumatoid arthritis, 
New York J. Med. 53: 2626 (Nov.) 1953. 

Price, A. E., Lightbody, J. J.. Reveno, W. S., and Vonder Heide, E. C.: Cortisone 
in rheumatoid arthritis; an interval report, J. Michigan M. Soc. 50: 1015 (Sept.) 
1951. 

Price, A. E., Reveno, W. S., Lightbody, J. J., Vonder Heide, E. C., Kashtan, H. A., 
and Corrigan, K. E.: Observations of the use of cortisone and corticotropin in 
rheumatoid arthritis, J. Michigan M. Soc. 51: 1183, 1952. 

Price, H. P., and Flanagan, C. J.: Infarction of the liver due to polyarteritis nodosa, 
J. M. Soc. New Jersey 50: 500 (Nov.) 1953. 


. Price, R. A.: Treatment of ankle sprain with special reference to the use of ethyl 


chloride spray, Postgrad. Med. 9: 58 (Jan.) 1951. 


. Prior, J. A., and Cole, C. R.: Studies on the communicability of histoplasmosis, Am. 


Rev. Tuberc. 63: 538 (May) 1951. 


. Procter, J. D., and Evans, R. G.: Toxic effects of phenylbutazone, Lancet 1: 1047 


(May 23) 1953. 


. Prowse, C. B.: Generalized scleroderma with intestinal involvement, Lancet 1: 989 


(May 5) 1951. 


i 

4 

1683 
1689 


1184 WILLIAM D. ROBINSON ET AL. December 1956 


1691. 


1692. 


1693. 


1694. 


1695. 


1696. 


1697. 


1698. 


1699. 


1700. 


1701. 


1702. 


1703. 


1704. 


1705. 


1706. 


Pruce, A. M.: Management of the ambulant arthritic patient, J. M. A. Georgia 40: 
101 (Mar.) 1951. 

Prunty, F. T. G.: Recrudescence of tuberculosis in acute disseminated lupus erythema- 
tosus treated with ACTH and cortisone, Proc. Roy. Soc. Med. 45: 171, 1952. 

Public Health Service Cooperative Investigation: Evaluation of streptomycin in a con- 
trolled series of ninety cases of skeletal tuberculosis, J. Bone and Joint Surg. 34A: 
289 (Apr.) 1952. 

Pyke, D. A., and Scadding, J. G.: Effect of cortisone upon skin sensitivity to tubercu- 
lin in sarcoidosis, Brit. M. J. 2: 1126 (Nov. 22) 1952. 

Queen Elizabeth Hospital, New Zealand: Observations on the effect of ACTH and 
cortisone on patients with rheumatoid arthritis; an account of fourteen months’ use 
of these drugs, New Zealand M. J. 51: 210 (Aug.) 1952. 

Querido, A., Kassenaar, A., Goslings, J., and Hymans, W.: Relative effectiveness of 
ACTH given by single, divided and continuous injection, Acta endocrinol. 6: 90 
(Jan.) 1951. 

Quick, A. J.: Management of hemophilia in general practice, J. A. M. A. 145: 4, 1951. 

Quigley, T. B., and Renold, A. E.: Acute calcific tendinitis and “frozen shoulder” ; 
their treatment with ACTH, New England J. Med. 246: 1012, 1952. 

Quinn, R. W., and Kincaid, C. K.: Rheumatic (valvular) heart disease in Madison, 
Wisconsin; a survey of seventh grade school children, Am. J. M. Sc. 223: 487 
(May) 1952. 

Quinn, R. W., and Quinn, J. P.: Mortality due to rheumatic heart disease in the socio- 
economic districts of New Haven, Connecticut, Yale J. Biol. and Med. 24: 15 
(Sept.) 1951. 

Raffensperger, E. C.: Multiple gastric ulcers occurring during phenylbutazone therapy, 
J. A. M. A. 152: 30, 1953. 

Ragan, C.: Rheumatoid arthritis; the natural history of the disease and its manage- 
ment, Bull. New York Acad. Med. 27: 63 (Feb.) 1951. 

Ragan, C.: Experiences with adrenocorticotropic hormone (ACTH) and cortisone, 
Advances Int. Med. 5: 372, 1952. 

Ragan, C.: The physiology of the connective tissue (loose areolar), Ann. Rev. Physiol. 
142-51, 1952. 

Ragan, C.: Keeping the patient with rheumatoid arthritis employable, Indust. Med. and 
Surg. 22: 309 (July) 1953. 

Ragan, C., Demartini, F., Lamont-Havers, R., Jessar, R. A., Vaillancourt, D., and 
Grokoest, A. W.: A critical appraisal of current therapy in rheumatoid arthritis, 
with special reference to ACTH and cortisone, Bull. New York Acad. Med. 28: 
493 (Aug.) 1952. 


. Raile, R. B., Ely, R. S., and Kelley, V. C.: Studies of 17-hydroxycorticosteroids in 


children; response of blood levels to the injection of certain hormones, J. Pediat. 
42: 46 (Jan.) 1953. 


. Rammelkamp, C. H., Jr.: Prevention of rheumatic fever, Bull. Rheumat. Dis. 2: 13 


(Mar.) 1952. 


. Rammelkamp, C. H., Jr.: Glomerulonephritis, Proc. Inst. Med. Chicago 19: 371 


(Nov.) 1953. 


. Rammelkamp, C. H., Jr., Houser, H. B., Hahn, E. D., Wannamaker, L. W., Denny, 


F. W., and Eckhardt, G. C.: The prevention of rheumatic fever, in Rheumatic fever, 
edited by L. Thomas, 1952, University of Minnesota Press, Minneapolis. 


. Rammelkamp, C. H., Jr.. Wannamaker, L. W., and Denny, F. W.: The epidemiology 


and prevention of rheumatic fever, Bull. New York Acad. Med. 28: 321, 1952. 


. Rammelkamp, C. H., Jr., Weaver, R. S., and Dingle, J. H.: Significance of the epi- 


demiological differences between acute nephritis and acute rheumatic fever, Tr. A. 
Am. Physicians 65: 168, 1952. 


4 
j 
4 | 
; 
A 
+ 
| 
3 
: 
1707 
7 
> 


1713. 


1714. 


1715. 


1716. 
1717. 


1718. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1185 


1719. 


1720. 


1721. 


1722. 


1723. 


1724. 


1725. 
1726. 


1727. 


Ramsay, A. B., and Batch, J. W.: Osteochondritis dissecans of an interphalangeal 
joint, U. S. Armed Forces M. J. 2: 883 (June) 1951. 
Ramsey, A. S.: Acrosclerosis, Brit. M. J. 2: 877 (Oct. 13) 1951. 


1714.(a) Ramsey, R. H.: Concomitant involvement of shoulder joints by proliferative and 


degenerative arthritis, Ann. Rheumat. Dis. 10: 137 (June) 1951. 

Ramsey, R. H., and Key, J. A.: The use of hydrocortisone (compound F) by local in- 
jection in arthritis and allied conditions, Missouri Med. 50: 604 (Aug.) 1953. 

Randolph, T. G.: Allergic myalgia, J. Michigan M. Soc. 50: 487 (May) 1951. 

Rantz, L. A., Maroney, M., and Di Caprio, J. M.: Antistreptolysin O response follow- 
ing hemolytic streptococcus infection in early childhood, Arch. Int. Med. 87: 360 
(Mar.) 1951. 

Rappaport, E. M., Rossien, A. X., and Rosenblum, L. A.: Arthritis due to intestinal 
amebiasis, Ann. Int. Med. 34: 1224 (May) 1951. 

Rapport, M. M., Linker, A., and Meyer, K.: The hydrolysis of hyaluronic acid by 
pneumococcal hyaluronidase, J. Biol. Chem. 192: 283 (Sept.) 1951. 

Rapport, M. M., Meyer, K., and Linker, A.: Analysis of the products formed on hy- 
drolysis of hyaluronic acid by testicular hyaluronidase, J. Am. Chem. Soc. 73: 
2416, 1951. 

Rapport, M. M., Weissmann, B., Linker, A., and Meyer, K.: Isolation of a crystalline 
disaccharide, hyalobiouronic acid from hyaluronic acid, Nature, London 168: 996 
(Dec.) 1951. 

Rathbun, J. C., McAlpine, H., and Manning, G. W.: Cortisone in the treatment of 
acute rheumatic fever, Canad. M. A. J. 65: 113 (Aug.) 1951. 

Rawls, W. B., and Ancona, V. C.: Pregnenolone; preliminary report on pregnenolone 
acetate and acetoxypregnenolone in arthritis and soft tissue rheumatism, New York 
J. Med. 51: 1167 (May) 1951. 

Rawls, W. B., and Ancona, V. C.: Selected clinical observations of effect of cortisone 
and ACTH as guide for individualized dosage, New York J. Med. 51: 1625 (July) 
1951. 

Ray, E. S., and Fisher, H. P., Jr.: Hypertrophic osteoarthropathy in pulmonary ma- 
lignancies, Ann, Int. Med. 38: 239 (Feb.) 1953. 

Reader, S. R., Whyte, H. M., and Elmes, P. C.: Sjogren’s disease and rheumatoid 
arthritis, Ann. Rheumat. Dis. 10: 288 (Sept.) 1951. 

Reed, C. I.: Effect of cortisone on the positive potentials induced by glucosamine and 
amino purines in the synovial cavities of dogs, Am. J. Physiol. 168: 820 (Mar.) 
1952. 


. Rees, L.: Psychological concomitants of cortisone and ACTH therapy, J. Ment. Sc. 


99: 497 (July) 1953. 


. Reich, N. E.: Acute rheumatic fever in uncommon sites, Am. Pract. 2: 328 (Apr.) 


1951. 


. Reid, A. F., Pike, R. M., Sulkin, S. E., and Coggeshall, H. C.: Electrophoretic char- 


acterization of serum from rheumatoid arthritis patients, J. Lab. and Clin. Med. 37: 
264 (Feb.) 1951. 


. Reid, D. A. C.: Stenosing tendovaginitis at the radial styloid process; review of thirty 


cases, Lancet 1: 1149 (May 26) 1951. 


. Reid, J., Watson, R. D., Cochran, J. B., and Sproull, D. H.: Sodium y-resorcylate in 


rheumatic fever, Brit. M. J. 2: 321 (Aug. 11) 1951. 


. Reimann, H. A., and Angelides, A. P.: Periodic arthralgia in twenty-three members 


of five generations of a family, J. A. M. A. 146: 713, 1951. 


. Reinhardt, W. O., and Li, C. H.: Experimental production of arthritis in rats by 


hypophyseal growth hormone, Science 117: 295 (Mar.) 1953. 


. Reiter, H. F. H., and Horholm-Pedersen, A.: Relation between psoriasis and poly- 


arthritis, Acta dermat.-venereol. 33: 372, 1953. 


ae 
iz 
ane 
1728 
1729 
1730 
173 3 
734 


1186 WILLIAM D. ROBINSON ET AL. December 1956 


1736. Rennie, J. B., Milne, J. A., and Sommerville, J.: Trial of a cinchoninic acid derivative 
in some collagen diseases, Brit. M. J. 1: 383 (Feb. 24) 1951. 

1737. Renold, A. E., Forsham, P. H., Maisterrena, J., and Thorn, G. W.: Intravenously 
administered ACTH, New England J. Med. 244: 796, 1951. 

1738. Renold, A. E., Jenkins, D., Forsham, P. H., and Thorn, G. W.: The use of intravenous 
ACTH: a study in quantitative adrenocortical stimulation, J. Clin. Endocrinol. 12: 
763 (July) 1952. 

1739. Reppert, E., Donegan, J., and Hines, L. E.: Ascorbic acid and the hyaluronidase hya- 
luronic acid reaction, Proc. Soc. Exper. Biol. and Med. 77: 318 (June) 1951. 

1739.(a) Reynolds, F. C.: Surgical treatment of degenerative arthritis of the hip, Am. 
Surgeon 19: 98, 1953. 

1740. Reynolds, F. C., and Ford, L. T.: The orthopedic shoulder problem as related to in- 
dustrial medicine, South. M. J. 44: 849 (Sept.) 1951. 

1741. Reynolds, F. C., and Key, J. A.: The surgical treatment of degenerative arthritis of 
the hip in the aged (Malum coxae senile), J. Gerontol. 6: 140, 1951. 

1742. Reynolds, F. C., and Key, J. A.: Operative treatment of degenerative arthritis of the 
hip, Geriatrics 7: 1 (Jan.) 1952. 

1743. Rich, A. R.: The occurrence of focal tuberculoid lesions in experimental serum sick- 
ness, Bull. Johns Hopkins Hosp. 91: 109 (Aug.) 1952. 

1744. Rich, A. R., Cochran, T. H., and McGoon, D. C.: Marked lipemia resulting from ad- 
ministration of cortisone, Bull. Johns Hopkins Hosp. 88: 101 (Jan.) 1951. 

1745. Rich, A. R., Voisin, G. A., and Bang, F. B.: Electron microscopic studies of the al- 
teration of collagen fibrils in the Arthus phenomenon, Bull. Johns Hopkins Hosp. 
92: 222 (Mar.) 1953. 

1746. Richards, H. G. H.: Dermatomyositis: a case report, Edinburgh M. J. 59: 327, 1952. 

1747. Richards, H. J.: Dupuytren’s contracture treated with vitamin E, Brit. M. J. 1: 1328 
(June 21) 1952. 

1748. Richards, J. B., and Sayers, G.: Fate and excretion of adrenocorticotrophic hormone, 
Proc. Soc. Exper. Biol. and Med. 77: 87 (May) 1951. 

1749. Richmond, J. J.: The importance of radiotherapy in the treatment of ankylosing spon- 
dylitis, Proc. Roy. Soc. Med. 44: 443 (June) 1951. 

1750. Riecker, H. H., Neel, J. V., and Test, A.: The inheritance of spondylitis rhizomelique 
(ankylosing spondylitis) in the K family, Ann. Int. Med. 33: 1254 (Nov.) 1950. 

1751. Riemenschneider, P. A., and Ecker, A.: Sciatica caused by tumoral calcinosis; a case 
report, J. Neurosurg. 9: 304, 1952. 

1752. Rieth, P. L.: Back pain, J. M. A. Georgia 41: 194 (May) 1952. 

1753. Rigby-Jones, G.: Osteoarthritis of the hip; the significance of the depth of the acetabu- 
lum, Arch. Middlesex Hosp. 3: 59 (Jan.) 1953. 

1754. Riley, H. D., Jr., and Christie, A.: Myositis ossificans progressiva, Pediatrics 8: 753 
(Dec.) 1951. 

1755. Rinehart, J. F.: The role of the connective tissue ground substances (mucopolysac- 
charides) in allergic injury, California Med. 75: 335 (Nov.) 1951. 

1756. Rinehart, J. F., and Abul-Haj, S. K.: An improved method for histologic demonstra- 
tion of acid mucopolysaccharides in tissues, Arch. Path. 52: 189 (Aug.) 1951. 

1757. Rinehart, R. E.: Rheumatoid arthritis and amebiasis, Northwest Med. 51: 225 ( Mar.) 
1952. 

1758. Rinkoff, S.: Reiter’s disease; report of a case in a woman, J. A. M. A. 148: 740, 1952. 

1759. Risser, J. A.: Pleurodynia outbreak in north Texas, Texas State J. Med. 49: 374 
(June) 1953. 

1760. Ritama, V., and Krusius, F. E.: Generalized lipogranulomatosis (Weber-Christian 
syndrome), Ann. med. int. Fenniae 42: 133, 1953. 

1761. Robb-Smith, A. H. T., and Dowling, G. B.: Discussion on collagen vascular diseases, 
Proc. Roy. Soc. Med. 45: 811 (Dec.) 1952. 


' 
4 
4 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1187 


1762. Roberts, E.: Use of sulfonamides and penicillin to prevent recurrence of rheumatic 
fever: a twelve year study, Am. J. Dis. Child. 85: 643, 1953. 

1763. Robertson, S. J. T.: The painful shoulder syndrome, Glasgow M. J. 32: 16 (Jan.) 1951. 

1764. Robertson, W. V.: Concentration of collagen in guinea pig tissues in acute and pro- 
longed scurvy, J. Biol. Chem. 187: 673 (Dec.) 1950. 

1765. Robertson, W. V.: The effect of ascorbic acid deficiency on the collagen concentration 
of newly induced fibrous tissue, J. Biol. Chem. 196: 403 (May) 1952. 

1766. Robertson, W. V.: Influence of ascorbic acid on N15 incorporation into collagen in 
vivo, J. Biol. Chem. 197: 495 (Aug.) 1952. 

1767. Robertson, W. V., and Schwartz, B.: Ascorbic acid and the formation of collagen, 
J. Biol. Chem. 201: 689 (Apr.) 1953. 

1768. Robinson, C. E.: Canadian Arthritis and Rheumatism Society; British Columbia Divi- 
sion, Canad. M. A. J. 68: 387 (Apr.) 1953. 

1769. Robinson, D.: Prolonged euphoria with cortisone, Canad. M. A. J. 65: 361 (Oct.) 
1951. 

1770. Robinson, D.: Impact of adrenal hormones on the treatment of arthritis, Canad. M. A. 
J. 69: 486 (Nov.) 1953. 

1771. Robinson, H. S., Colbeck, J. C., and Bagnall, A. W.: “Periarthritis” of the shoulder 
and coronary disease, Canad. M. A. J. 68: 256 (Mar.) 1953. 

1772. Robinson, H. S., Palmer, R. A., Bagnall, A. W., and McIntosh, H. W.: Observations 
on the physiological effects of cortisone and ACTH, Canad. M. A. J. 66: 347 
(Apr.) 1952. 

1773. Robinson, J. J.: Attempts to produce rheumatic carditis in laboratory animals by means 
of streptococcic injury, Arch. Path. 51: 602 (June) 1951. 

1774. Robinson, L. B., Wichelhausen, R. H., and Brown, T. M.: Sensitivity studies on human 
pleuropneumonia-like organisms, J. Lab. and Clin. Med. 39: 290 (Feb.) 1952. 

1775. Robinson, W. D.: The present day treatment of rheumatoid arthritis, Postgrad. Med. 
14: 206 (Sept.) 1953. 

1776. Robinson, W. D., French, A. J., and Duff, I. F.: Polyarteritis in rheumatoid arthritis, 
Ann. Rheumat. Dis. 12: 323 (Dec.) 1953. 

1777. Robinson, W. D., Wolfson, W. Q., and Duff, I. F.: Studies on the metabolic and anti- 
rheumatic effects of corticosterone (compound B), Ann. Rheumat. Dis. 11: 313 
(Dec.) 1952. 

1778. Robles Gil, J.: Clinical study of visceral lesions and endocrine disturbances in eight 
cases of diffuse scleroderma, Ann. Int. Med. 34: 862 (Apr.) 1951. 

1779. Robles Gil, J., Gomez Mont, F., Boelsterly, M., and Luis Bravo, J.: Studies on the 
clinical, metabolic, hormonal and immunologic effects of delta-5-pregnenolone in 
rheumatoid arthritis, in Symposium on steroids in clinical and experimental practice, 
edited by A. White, 1951, The Blakiston Co., Philadelphia, p. 300. 

. Robson, H. N., and Duthie, J. J. R.: Further observations on capillary resistance and 
adrenocortical activity, Brit. M. J. 1: 994 (May 10) 1952. 

. Rogers, L.: Costo-clavicular compressions and the upper thoracic syndrome, Post-grad. 
M. J. 29: 348, 1953. 

. Rohlin, S., and Sundelin, F.: The heart in cases of rheumatoid arthritis; electrocardio- 
graphic investigation, Cardiologia 21: 470, 1952. 

. Rohn, R. J., and Bond, W. H.: Some effects of nitrogen mustard and triethylene 
melamine in acute disseminated lupus erythematosus, Am. J. M. Sc. 226: 179 
(Aug.) 1953. 

. Romanus, R., and Yden, S.: Diskography in ankylosing spondylitis, Acta radiol. 38: 
431, 1952. 

. Rombold, C.: Intervertebral disc syndrome, GP 3: 67 (Apr.) 1951. 

. Rombold, C.: The role of intervertebral disc in backache, J. Kansas M. Soc. 54: 373 
(Aug.) 1953. 


‘ 


1188 WILLIAM D. ROBINSON ET AL. wecember 1956 


1787. Rome, H. P.: Symposium on certain problems arising from clinical use of cortisone; 
certain psychodynamic aspects of role of cortisone and allied substances in produc- 
tion of psychologic responses, Proc. Staff Meet., Mayo Clin. 28: 649, 1953. 

1788. Rome, H. P., and Braceland, F. J.: Psychological response to corticotropin, cortisone, 
and related steroid substances, J. A. M. A. 148: 27 (Jan. 5) 1952. 

1789. Rome, H. P., and Braceland, F. J.: The psychological response to ACTH, cortisone, 
hydrocortisone, and related steroid substances, Am. J. Psychiat. 108: 641 (Mar.) 
1952. 

1790. Ronald, J.: Aseptic necrosis of bone in caisson disease, Lancet 2: 855 (Oct. 24) 1953. 

1791. Rose, D. L.: The conservative management of the painful shoulder, South. M. J. 44: 
1063 (Nov.) 1951. 

1792. Rose, D. L., and Kendell, H. W.: Rehabilitation of hand function in rheumatoid ar- 
thritis, J. A. M. A. 148: 1408, 1952. 

1793. Rose, D. L., and Wallace, L. I.: A remedial occupational therapy program for the re- 
siduals of rheumatoid arthritis of the hand, Am. J. Phys. Med. 31: 5 (Feb.) 1952. 

1794. Rose, D. L., and Warner, L. G.: Rapid rehabilitation of disabilities of the knee, J. 
Kansas M. Soc. 52: 49 (Feb.) 1951. 

1795. Rose, T. F.: Sudek’s post-traumatic osteodystrophy of limbs, M. J. Australia 1: 185 
(Feb. 7) 1953. 

1796. Roseman, S., and Dorfman, A.: Effect of gentisic acid and related compounds on 
bovine testicular hyaluronidase, J. Biol. Chem. 199: 345 (Nov.) 1952. 

1797. Roseman, S., Ludowieg, J., Moses, F., and Dorfman, A.: The biosynthesis of the 
glucuronic acid moiety of hyaluronic acid, Arch. Biochem. and Biophys. 42: 472 
(Feb.) 1953. 

1798. Roseman, S., Moses, F. E., Ludowieg, J., and Dorfman, A.: The biosynthesis of hya- 
luronic acid by Group A streptococcus; utilization of 1-C™ glucose, J. Biol. Chem. 
203: 213 (July) 1953. 

1799. Rosenbaum, H., and Reveno, W. S.: Polycythemia and alkaptonuria; case report, 
Harper Hosp. Bull. 10: 36 (Jan.) 1952. 

1800. Rosenbaum, L., and Cohen, T.: Disseminated lupus erythematosus in the Negro, New 
York J. Med. 52: 1418, 1952. 

1801. Rosenberg, C. A., Woodbury, D. M., and Sayers, G.: Inhibition of desoxycorticoste- 
rone induced pathologic changes by adrenocorticotropic hormone and cortisone, J. 
Clin. Endocrinol. 12: 666 (June) 1952. 

1802. Rosenberg, E. F.: Cortisone, ACTH and other steroids in rheumatoid arthritis; a 
summary of experiences at a large clinic, M. Clin. North America 35: 3 (Jan.) 1951. 

1803. Rosenberg, E. F.: Rheumatoid arthritis: experiences with cortisone (compound E), 
other adrenal cortical steroids and pituitary adrenocorticotropic hormone, Indust. 
Med. and Surg. 21: 67 (Feb.) 1952. 

1804. Rosenberg, I. N., Cleroux, A. P., Raben, M. S., Payne, R. W., and Astwood, E. B.: 
Clinical evaluation of corticotropin therapy, Arch. Int. Med. 88: 211, 1951. 

1805. Rosenthal, R. L., Wald, N., Yager, A., and Litwins, J.: Effects of cortisone and 
ACTH therapy on eosinophils of the bone marrow and blood, Proc. Soc. Exper. 
Biol. and Med. 75: 740 (Dec.) 1950. 

1806. Rosenzweig, S.: Diagnosis of the acute rheumatic state, J. Michigan M. Soc. 49: 1411 
(Dec.) 1950. 

1807. Roskam, J., and Van Cauwenberge, H.: Effect of sodium salicylates on circulating 
eosinophils and the urinary uric acid: creatinine ratio, Lancet 2: 374 (Sept. 1) 1951. 

1808. Ross, A. A. C.: Dermatomyositis, Brit. J. Dermat. 64: 72 (Feb.) 1952. 

1809. Ross, J. A., and Annan, J. H.: Dupuytren’s contracture; a clinical review, Ann. Surg. 
134: 186 (Aug.) 1951. 

1810. Ross,.S. W., and Wells, B. B.: Systemic lupus erythematosus; a review of the litera- 
ture, Am. J. Clin. Path. 23: 139 (Feb.) 1953. 


jal 
3 
i 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1189 


1811. 


1812. 


1813. 


1814. 


1815. 


1816. 


1817. 


1818. 


1819. 


1820. 


1821. 


1822. 
1823. 
1824. 
1825. 
1826. 
1827. 
1828. 
1829. 


1830. 


1831. 


Rostenberg, A., Jr.: Etiologic and immunologic concepts regarding sarcoidosis, Arch. 
Dermat. and Syph. 64: 385 (Oct.) 1951. 

Rothenberg, S. F., Mendelsohn, H. A., and Putnam, T. J.: The effect of leg traction 
on ruptured intervertebral discs, Surg., Gynec. and Obst. 96: 564 (May) 1953. 
Rottino, A.: Adenosine-5-monophosphate in the treatment of tendinitis, Journal Lancet 

71: 237 (June) 1951. 

Rowe, A., Jr., Tufft, R. W., Mechanick, P. G., and Rowe, A. H.: Phenylbutazone 
(Butazolidin) in musculo-skeletal diseases; bronchial asthma and other allergic dis- 
eases, Am. Pract. and Digest Treat. 4: 390 (June) 1953. 

Rowe, C. A.: Osteochondritis dissecans of the supratrochlear septum, California Med. 
75: 106 (Aug.) 1951. 

Rowe, R. D., McKelvey, A. D., and Keith, J. D.: The use of ACTH, cortisone and 
salicylates in the treatment of acute rheumatic fever, Canad. M. A. J. 68: 15, 1953. 

Rudolph, H. L.: Physical medicine and rehabilitation in the management of arthritis, 
J. Nat. M. A. 44: 252 (July) 1952. 

Ruiz Castaneda, M.: Surface fixation as a practical method for diagnosis of brucellosis 
in man and animals, Proc. Soc. Exper. Biol. and Med. 83: 36 (May) 1953. 

Ruiz Castaneda, M., and Guerrero Ibarra, G.: Terramycin in the treatment of human 
brucellosis, Antibiotics and Chemotherapy 2: 86 (Feb.) 1952. 

Russek, A. S.: Diagnosis and treatment of scapulocostal syndrome, J. A. M. A. 150: 
25, 1952. 

Russek, H. J., Russek, A. S., Doerner, A. A., and Zohman, B. L.: Cortisone in treat- 
ment of shoulder-hand syndrome following acute myocardial infarction, Arch. Int. 
Med. 91: 487, 1953. 

Russell, P. W., Haserick, J. R., and Zucker, E. M.: Epilepsy in systemic lupus erythe- 
matosus, Arch. Int. Med. 88: 78 (July) 1951. 

Rutherford, P. S., and Berkeley, J. A.: Phlegmonous gastritis in a cortisone treated 
patient, Canad. M. A. J. 69: 68 (July) 1953. 

Ruttan, H.: Aspirin poisoning, Canad. M. A. J. 67: 151 (Aug.) 1952. 

Sabiston, D. C., Jr., and Follis, R. H., Jr.: Lesions in auricular appendages removed 
at operations for mitral stenosis of presumed rheumatic origin, Bull. Johns Hopkins 
Hosp. 91: 178 (Sept.) 1952. 

Sacks, S.: Alkaptonuric arthritis, J. Bone and Joint Surg. 33B: 407 (Aug.) 1951. 

Sacks, S.: The use of hydrocortisone acetate by intra-articular injection for a variety 
of orthopaedic conditions, South African M. J. 27: 224 (Mar.) 1953. 

Sacks, S.: Orthopaedic aspects of chronic arthritis, South African M. J. 27: 525 
(June) 1953. 

Safley, T. J.: Painful lesions of the upper extremities treated by injecting the stellate 
ganglion with procaine hydrochloride, Mississippi Doctor 28: 402 (May) 1951. 
Salassa, R. M., Bennett, W. A., Keating, F. R., Jr., and Sprague, R. G.: Postoperative 
adrenal cortical insufficiency; occurrence in patients previously treated with corti- 

sone, J. A. M. A. 152: 1509, 1953. 

Salassa, R. M., Keating, F. R., Jr., and Sprague, R. G.: Symposium on certain prob- 
lems arising from clinical use of cortisone; clinical aspects of suppression of adrenal 
cortical function after use of cortisone, Proc. Staff Meet., Mayo Clin. 28: 662 
(Nov.) 1953. 


. Salt, H. B.: Plasma and serum proteins in chronic rheumatic diseases, Ann. Rheumat. 


Dis. 10: 46 (Mar.) 1951. 


. Salter, N., and Darcus, H. D.: The amplitude of forearm and of humeral rotation, 


J. Anat. 87: 407 (Oct.) 1953. 


. Sandstr6m, C.: Calcifications of the intervertebral discs and the relationship between 


various types of calcifications in the soft tissues of the body, Acta radiol. 36: 217 
(Sept.) 1951. 


‘ 
d 
3 
; 


1190 WILLIAM D. ROBINSON ET AL. December 1956 


1835. 


Sandweiss, D. J., Scheinberg, S. R., and Saltzstein, H. C.: The effects of corticotropin 
(ACTH) and of cortisone on experimental peptic ulcer in dogs; with a discussion 
on the relation of these hormones to peptic ulcer in man, Harper Hosp. Bull. 11: 
182 (July) 1953. 


. Sante, L. R., and Wyatt, J. P.: Roentgenological and pathological observations in anti- 


genic pneumonitis; its relationship to the collagen diseases, Am. J. Roentgenol. 66: 
527 (Oct.) 1951. 

Saphir, O., and Langendorf, R.: Nonspecific myocarditis in acute rheumatic fever, 
Am. Heart J. 46: 432 (Sept.) 1953. 


. Saphir, O., and Lowenthal, M.: Changes in the endocardium of pigs stimulating the 


rheumatic stigmata of man, Am. J. Path. 27: 211 (Mar.—Apr.) 1951. 


. Sauer, W. G., Dearing, W. H., and Wollaeger, E. E.: Symposium on certain problems 


arising from clinical use of cortisone; serious untoward gastrointestinal manifesta- 
tions possibly related to administration of cortisone and corticotropin, Proc. Staff 
Meet., Mayo Clin. 28: 641 (Nov. 18) 1953. 


. Savill, D. L.: The manubrio-sternal joint in ankylosing spondylitis, J. Bone and Joint 


Surg. 33B: 56 (Feb.) 1951. 


. Sayers, G.: Regulation of the secretory activity of the adrenal cortex, Am. J. Med. 


10: 539 (May) 1951. 


. Scarpelli, D. G., Knouff, R. A., and Angerer, C. A.: Cortisone on oxygen consump- 


tion of granulation tissue from the rabbit, Proc. Soc. Exper. Biol. and Med. 84: 
94 (Oct.) 1953. 


. Schaffarzick, R. W., and Mankle, E. A.: Reiter’s disease and pleuropnenumonia like 


organisms: report of two cases, Stanford M. Bull. 11: 262, 1953. 


. Schindel, E.: Chronic recurrent poly-tendoperiostitis; new aspects of aetiology and 


treatment, Brit. J. Phys. Med. 15: 264, 1952. 


. Schleicher, E. M.: Erythrocyte aggregation factor in the plasma and serum of patients 


with acute lupus erythematosus, preliminary report, Science 113: 558, 1951. 


. Schlesinger, B.: Acute dermatomyositis treated with ACTH, Proc. Roy. Soc. Med. 


44: 728 (Aug.) 1951. 


. Schlesinger, B., and Cathie, I. A. B.: Effect of Still’s disease on the haemopoietic 


1848. 


1849. 


1850. 


1851. 


1852. 


1853. 


system, Ann. Rheumat. Dis. 10: 412 (Dec.) 1951. 

Schlesinger, E. B., and Stinchfield, F. E.: The use of myanesin as a prognostic test in 
the treatment of acute low back disorders, Tr. Am. Neurol. A. 75: 201, 1950. 

Schlesinger, E. B., and Taveras, J. M.: Syndromes of cervical root compression; neu- 
rologic and roentgenologic aspects, M. Clin. North America 37: 451 (Mar.) 1953. 

Schlotthauer, C. F., and Millar, J. A. S.: Hypertrophic pulmonary osteoarthropathy 
in association with pulmonary neoplasm in dogs, J. Am. Vet. M. A. 119: 442 (Dec.) 
1951. 

Schoch, E. P., Jr.: Ulcers of the leg in Felty’s syndrome, Arch. Dermat. and Syph. 66: 
384 (Sept.) 1952. 

Schoenbach, E. B., Miller, J. M., Ginsberg, M., and Long, P. H.: Systemic blastomy- 
cosis treated with stilbamidine; a preliminary report, J. A. M. A. 146: 1317, 1951. 

Schoenbach, E. B., Miller, J. M., and Long, P. H.: The treatment of systemic blas- 
tomycosis with stilbamidine, Ann. Int. Med. 37: 31 (July) 1952. 


1853.(a) Schoenberg, M. D., Brooks, R. E., Hall, J. J., and Schneiderman, H.: Effect of 


1854. 


1855. 


x-irradiation on the hyaluronidase-hyaluronic acid system, Arch. Biochem. 30: 333 
(Feb.) 1951. 

Schoene, R. H.: A clinical approach to senile osteoporosis, Ohio State M. J. 48: 126 
(Feb.) 1952. 

Schreiber, F., and Haddad, B.: Lumbar and sacral cysts causing pain, J. Neurosurg. 
8: 504 (Sept.) 1951. 


1836 
1837. 
18 38 
1842 
184 
1844 
Bi, 
1845 
|| 
‘a 
4 
: 
2 
i 


1191 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 

1856. Schrock, C. E., Sheets, R. F., and Bean, W. B.: Observations during ACTH and cor- 
tisone administration to a patient with longstanding panhypopituitarism and rheu- 
matoid arthritis, J. Clin. Investigation 30: 174 (Feb.) 1951. 

1857. Schwartz, F. F.: Ultrasonics in osteoarthritis, J. M. A. Alabama 22: 182 (Jan.) 1953. 

1858. Schwartz, H. G.: Ruptured cervical intervertebral discs, Postgrad. Med. 11: 501 
(June) 1952. 

1859. Schwartzman, J., Zaontz, J. B., and Lubow, H.: Chorea minor; preliminary report on 
six patients treated with combined ACTH and cortisone, J. Pediat. 43: 278 (Sept.) 
1953. 

1860. Schwarz, J., and Baum, G. L.: North American blastomycosis (geographic distribu- 
tion, pathology and pathogenesis), Doc. med. geog. et trop. 5: 29 (Mar.) 1953. 

1861. Schwarz, J., and Muth, J.: Coccidiomycocis: a review, Am. J. M. Sc. 221: 89 (Jan.) 
1951. 

1862. Scott, F. E. T.: The differential sheep-cell agglutination test in rheumatoid arthritis, 
Lancet 1: 392 (Feb. 22) 1952. 

1863. Scott, K. G., Frerichs, J. B., and Reilly, W. A.: Effect of Butazolidin upon the fate of 
I in the rat, Proc. Soc. Exper. Biol. and Med. 82: 150 (Jan.) 1953. 

1864. Scuderi, C.: Backache—its diagnosis and treatment from the standpoint of the general 
practitioner, South Dakota J. Med. 5: 133 (May) 1952. 

1865. Seale, R. A., and Mathieson, D. R.: Autohemagglutinins in the serum of patients with 
acute lupus erythematosus, Science 115: 528 (May) 1952. 

1866. Seaman, A. J., and Christerson, J. W.: Demonstration of L.E. cells in pericardial 
fluid; report of a case, J. A. M. A. 149: 145, 1952. 

1867. Seelich, F., and Hubl, P.: Effect of histamine on the activity of hyaluronidase, Nature, 
London 168: 1125 (Dec.) 1951. 

1868. Selke, O. O., Jr.: Conservative treatment of degenerative arthritis of the knee, South. 
M. J. 45: 358 (Apr.) 1952. 

1869. Sell, L. S.: Misdiagnosis and mismanagement of early intervertebral disk lesions, 
J. A. M. A. 150: 987, 1952. 

1870. Selye, H.: Role of somatotrophic hormone in the production of malignant nephro- 
sclerosis, periarteritis nodosa, and hypertensive disease, Brit. M. J. 1: 263 (Feb. 10) 
1951. 

1871. Selye, H.: Role of the adrenals in the production of renal and cardiovascular damage 
by anterior pituitary preparations, Lancet 1: 483 (Mar. 1) 1951. 

1872. Selye, H.: Effect of desoxycorticosterone upon the toxic actions of somatotrophic hor- 
mone, Proc. Soc. Exper. Biol. and Med. 76: 510 (Mar.) 1951. 

1872.(a) Selye, H.: General-adaptation-syndrome and diseases of adaptation, Am. J. Med. 
10: 549 (May) 1951. 

1873. Selye, H.: The influence of STH, ACTH and cortisone upon resistance to infection, 
Canad. M. A. J. 64: 489 (June) 1951. 

1874. Selye, H.: Prevention of cortisone overdosage effects with the somatotrophic hormone 
(STH), Am. J. Physiol. 171: 381 (Nov.) 1952. 

1875. Seville, R. H.: Sclerodermia dermatomyositis (with electronmicrographs), Brit. J. 
Dermat. 64: 467, 1952. 

1876. Seville, R. H., and Bettley, F. R.: Progressive symmetrical sclerodermia with sclero- 
dermatous nodules, Proc. Roy. Soc. Med. 44: 573 (July) 1951. 

1877. Shacter, B., and Enteman, C.: Effect of cortisone, corticotropin and adrenalectomy on 
plasma sulfhydryl and protein levels, Am. J. Physiol. 170: 442 (Aug.) 1952. 

1878. Shadaksharappa, K., Calloway, N. O., Kyle, R. H., and Keeton, R. W.: Excretion of 
steroidal substances by the adrenal cortex in various diseases, J. Clin. Endocrinol. 
11: 1383 (Nov.) 1953. 

1879. Shafer, S. J., and Larmon, W. A.: Pigmented villonodular synovitis, Surg., Gynec. 

and Obst. 92: 574 (May) 1951. 


: 
ae 


WILLIAM D. ROBINSON ET AL. December 1956 


. Shaffer, B., James, G. W., Scully, J. P., and Pillsbury, D. M.: Systemic lupus erythe- 
matosus; some cutaneous manifestations related to the diffuse collagenous diseases, 
Am. J. M. Sc. 221: 314 (Mar.) 1951. 

1881. Shallard, B., and Kanee, B.: ACTH in the treatment of keratodermia blennorrhagica, 
Canad. M. A. J. 68: 561 (June) 1953. 
1882. Shands, A. R., Jr., and Wentz, I. J.: Congenital anomalies, accessory bones, and osteo- 
chondritis in the feet of 850 children, S. Clin. North America 33: 1643 (Dec.) 1953. 
1883. Shane, S. J.: Fibrositic headache, Canad. M. A. J. 65: 339 (Oct.) 1951. 
1884. Shannon, P. W., and Terhune, S. R.: The low back problem, Am. Surgeon 17: 1106 
(Dec.) 1951. 
1885. Shannon, W. R.: Aspirin poisoning in children, Minnesota Med. 35: 555 (June) 1952. 
1886. Shapiro, R., Taylor, B., and Taubenhaus, M.: Local effects of cortisone on granulation 
tissue and role of denervation and ischemia, Proc. Soc. Exper. Biol. and Med. 76: 
854 (Apr.) 1951. 
1887. Sharnoff, J. G., Carideo, H. L., and Stein, I. D.: Cortisone-treated scleroderma; report 
of a case with autopsy findings, J. A. M. A. 145: 1230, 1951. 
1888. Shaw, M. H.: The treatment of Dupuytren contracture, Brit. J. Plast. Surg. 4: 218 
(Oct.) 1951. 
1889. Shea, J. B.: Two cases of alkaptonuria, J. Irish M. A. 29: 94 (Oct.) 1951. 
1890. Sheard, C., Jr.: Dermatomyositis, Arch. Int. Med. 88: 640 (Nov.) 1951. 
1891. Shearn, M. A., and Pirofsky, B.: Disseminated lupus erythematosus : analysis of thirty- 
four cases, Arch. Int. Med. 90: 790, 1952. 
1892. Sheely, R. F.: Fibrous adhesive pericarditis following ACTH therapy in acute rheu- 
matic pancarditis ; case report, Am. Pract. and Digest Treat. 4: 862 (Dec.) 1953. 
1893. Sheinkopf, J. A., Griffith, G. C., Morrison, R., and Starr, P.: Treatment of rheumatic 
fever with ACTH; smaller doses of ACTH in acute rheumatic fever, Am. J. M. Sc. 
224: 390 (Oct.) 1952. 
1894. Shenkin, H. A., and Groff, R. A.: Herniations of the cervical intervertebral disc and 
scalenotomy, Surgery 29: 540 (Apr.) 1951. 
1895. Sheppe, W. M.: Neuropathic (Charcot) joints occurring in diabetes mellitus, Ann. 
Int. Med. 39: 625, 1953. 
1896. Sherman, M. S.: Estrogens and bone formation in the human female, J. Bone and 
Joint Surg. 30A: 915, 1948. 
1897. Sherman, M. S.: The non-specificity of synovial reactions, Bull. Hosp. Joint. Dis. 12: 
110 (Oct.) 1951. 
1898. Sherman, M. S.: Psoriatic arthritis; observations on the clinical, roentgenographic, 
and pathological changes, J. Bone and Joint Surg. 34A: 831 (Oct.) 1952. 
1899. Sherman, R. S., and Chu, F. C. H.: A roentgenographic study of synovioma, Am. J. 
Roentgenol. 67: 80 (Jan.) 1952. 
1900. Sherrick, J. C.: Synovioma of the foot, Illinois M. J. 103: 124 (Feb.) 1953. 
1901. Sherwood, K. K., and Zimmerman, B.: Newer concepts in rheumatoid arthritis, North- 
west. Med. 50: 176 (Mar.) 1951. 
1902. Shetlar, M. R., Payne, R. W., Bullock, J. A., Patrick, D. R., Hellbaum, A. A., and 
Ishmael, W. K.: Comparative studies of serum polysaccharides in rheumatoid ar- 
thritis and degenerative joint disease, J. Clin. Investigation 32: 1208 (Dec.) 1953. 
1903. Shetlar, M. R., Schmidt, H. L., Jr., Lincoln, R. B., DeVore, J. K., Bullock, J. A., 
and Hellbaum, A. A.: Response of the serum polysaccharide fractions and protein 
fractions following cortisone treatment of patients with rheumatic fever, J. Lab. 
and Clin. Med. 39: 372 (Mar.) 1952. 
1904. Shev, E. E., and Giansiracusa, J. E.: The effect of ACTH in severe, recurrent chorea, 
California Med. 76: 298 (Apr.) 1952. 
1905. Shick, R. M., Baggenstoss, A. H., Fuller, B. F., and Polley, H. F.: Effects of cortisone 
and ACTH on periarteritis nodosa, Minnesota Med. 34: 852 (Sept.) 1951. 


j 
< 


1906. 


1907. 
1908. 


1909. 


1910. 


1911. 


1912. 


1913. 


1914. 


1915. 


1916. 


Vol. 45, No. 6 


1193 


RHEUMATISM AND ARTHRITIS 


Shields, W. E., Adamson, N. E., and Mac Gregor, J. B.: Peptic ulcer perforation 
following administration of phenylbutazone, J. A. M. A. 152: 28 (May 2) 1953. 
Shipp, F. L.: Osteochondritis dissecans, S. Clin. North America 32: 713 (June) 1952. 
Shopfner, C. E., and Seife, M.: Treatment of acute rheumatic fever with ACTH, U. S. 

Armed Forces M. J. 3: 1153 (Aug.) 1952. 

Shopfner, C. E., and Seife, M.: Rheumatic carditis and hemorrhagic pneumonia treated 
with ACTH;; report of a fatal case, U. S. Armed Forces M. J. 3: 819, 1952. 

Shuford, W. H., Seaman, W. B., and Goldman, A.: Pulmonary manifestations of 
scleroderma, Arch. Int. Med. 92: 85, 1953. 

Shulman, L. E., Schoenrich, E. H., and Harvey, A. M.: The effects of adrenocortico- 
tropic hormone (ACTH) and cortisone on sarcoidosis, Bull. Johns Hopkins Hosp. 
91: 371, 1952. 

Shuman, C. R.: Inhibition of hyaluronidase, using fluorescein as an indicator, Am. J. 
M. Sc. 220: 665 (Dec.) 1950. 

Shuman, C. R.: Relapsing panniculitis (Weber-Christian disease) ; review of litera- 
ture and report of a case including treatment with cortisone, Arch. Int. Med. 87: 
669 (May) 1951. 

Shutkin, N. M.: Note on the use of nitrogen mustard in rheumatoid arthritis; with 
consideration of the similarity of its effect to that of cortisone and ACTH, J. Bone 
and Joint Surg. 33A: 265 (Jan.) 1951. 

Shutkin, N. M.: Syndrome of the degenerated intervertebral disc, Am. J. Surg. 84: 
162 (Aug.) 1952. 

Shwartzman, G., Florman, A. L., Bass, M. H., Karelitz, S., and Richtberg, D.: Re- 
peated recovery of a spirillum by blood culture from two children with prolonged 
and recurrent fevers, Pediatrics 8: 227 (Aug.) 1951. 


. Siewers, C. F.: The diagnosis of Legg-Perthes’ disease, North Carolina M. J. 14: 


560, 1953. 


. Sigler, J. W., and Ensign, D. C.: ACTH and cortisone in the treatment of the 


shoulder-hand syndrome, Ann. Rheumat. Dis. 10: 484, 1951. 


. Silberberg, M., and Silberberg, R.: Skeletal growth, aging and osteoarthritis: effects 


of enriched diets and of ovariectomy, Bull. Hosp. Joint Dis. 12: 256 (Oct.) 1951. 


. Silberberg, M., and Silberberg, R.: Degenerative joint disease in mice fed a high-fat 


diet at various ages, Exper. Med. and Surg. 10: 77, 1952. 


. Silberberg, M., and Silberberg, R.: Degenerative joint disease in mice fed high-protein 


diets, J. Gerontol. 7: 24 (Jan.) 1952. 


. Silberberg, M., Silberberg, R., and Opdyke, M.: Quantitative studies of skeletal effects 


of high-fat diets, Federation Proc. 11: (Mar.) 1952. 


. Silberberg, R., Opdyke, M., and Silberberg, M.: Significance of caloric intake and 


specific effects of high-fat diets on skeletal growth and development of mice, Growth 


16: 127 (June) 1952. 


. Silberberg, R., Saxton, J., Sperling, G., and McCay, C.: Degenerative joint disease in 


Syrian hamsters, Federation Proc. 11: (Mar.) 1952. 


. Siltzbach, L. E.: Effects of cortisone in sarcoidosis; a study of thirteen patients, Am. 


J. Med. 12: 139 (Feb.) 1952. 


. Silver, H., and Kuna, A.: Experimental simulation of the L. E. phenomenon, J. Invest. 


Dermat. 19: 281, 1952. 


. Silverman, J. J., and Schroeder, C. T. H.: Myocardial infarction developing during 


desoxycorticosterone therapy for arthritis, New York J. Med. 51: 1427 (June) 1951. 


. Simmons, E. E., and Long, R. S.: Treatment of rheumatoid arthritis, Postgrad. Med. 


9: 55 (Jan.) 1951. 


. Simon, A. J., Mack, I., and Rosenblum, P.: Accelerated rehabilitation in rheumatic 


fever, Am. J. Dis. Child. 82: 454 (Apr.) 1952. 


19) 7 
19) 
1920 
192 | 
1922 
1923 
192 5 
1927 
1928 
1929 
3 
S 


1194 WILLIAM D. ROBINSON ET AL. December 1956 


1930. 
1931. 


1932. 
1933. 


1934. 


1935. 
1936. 


1937. 


1938, 
1939, 
1940. 
1941, 
1942. 
1943. 


1944. 


1945. 
1946. 
1947. 
1948. 
1949, 
1950. 
1951. 
1952. 
1953. 


1954. 


1955. 


Simon, K.: Prevalence of arthritis and rheumatism in the United States, Milbank 
Med. Fund Quart. 31: 216, 1953. 

Simpson, J. H., Hall, M., and Morgan, B.: Polyarteritis nodosa treated with ACTH; 
report of a case, Brit. M. J. 2: 659 (Sept. 19) 1953. 

Simpson, J. R.: Dermatomyositis, Brit. J. Dermat. 65: 280 (July) 1953. 

Simpson, N. R. W., and Trowbridge, G. F.: Fatal complication following insulin 
therapy in rheumatoid arthritis, Ann. Rheumat. Dis. 12: 142 (June) 1953. 

Simson, J., and Bunim, J. J.: The anti-rheumatic effects of 3-hydroxy-2-phenylcincho- 
ninic acid (HPC) in gout, rheumatic fever, and rheumatoid arthritis, Am. J. M. Sc. 
222: 523 (Nov.) 1951. 

Simson, J., and Bunim, J. J.: Effect of placental “serum” in rheumatoid arthritis, Ann. 
Rheumat. Dis. 11: 204 (Sept.) 1952. 

Siris, J. H.: Some problems of traumatic causal relationship in the development of 
lumbar disk hernia, New York J. Med. 52: 717 (Mar.) 1952. 

Sirota, J. H., Yu, T. F., and Gutman, A. B.: Effect of Benemid (p-[di-n-propylsulfa- 
myl]-benzoic acid) on urate clearance and other discrete renal functions in gouty 
subjects, J. Clin. Investigation 31: 692 (July) 1952. 

Sjogren, H.: Some problems concerning keratoconjunctivitis sicca and the sicca syn- 
drome, Acta ophth. 29: 33, 1951. 

Skall-Jensen, J.: Osteoarthropathy in syringomyelia, analysis of seven cases, Acta 
radiol. 38: 382, 1952. 

Skelton, M. O.: Amyloid disease and rheumatoid arthritis; report of three cases, 
Lancet 2: 382 (Sept. 1) 1951. 

Skillern, F. M.: The treatment of lumbar disk lesions by sustained traction, 
Physiotherapy 39: 335 (Dec.) 1953. 

Slinger, W. N., and Starck, V.: Cutaneous form of polyarteritis nodosa; report of a 
case, Arch. Dermat. and Syph. 63: 461 (Apr.) 1951. 

Slocumb, C. H.: Relative cortisone deficiency simulating exacerbation of arthritis, 
Bull. Rheumat. Dis. 3: 21 (Oct.) 1952. 

Slocumb, C. H.: Rheumatic complaints during chronic hypercortisonism and syndromes 
during withdrawal of cortisone in rheumatic patients, Proc. Staff Meet., Mayo 
Clin. 28: 655, 1953. 

Small, J. C., and Small, J. C., Jr.: Bacterial allergy in the rheumatic diseases, Ann. 
Allergy 11: 609 (Sept.) 1953. 

Smillie, I. S.: Internal derangements of the knee-joint, Brit. M. J. 2: 841 (Oct. 6) 
1951. 

Smith, A. DeF.: Treatment of suppurative arthritis of the hip by antibiotics, Bull. 
Hosp. Joint Dis. 12: 459 (Oct.) 1951. 

Smith, C. H., and Kunz, H. G.: Preliminary report on the use of phenylbutazone in 
rheumatoid disorders, J. M. Soc. New Jersey 49: 306 (July) 1952. 

Smith, E. M.: Chronic rheumatoid arthritis, South. M. J. 44: 925 (Oct.) 1951. 

Smith, H.: Painful shoulders; periarthritis, J. Tennessee M. A. 44: 330 (Aug.) 1951. 

Smith, J. M., and Mackinnon, J.: Aetiology of aspirin bleeding, Lancet 2: 569 (Sept. 
29) 1951. 

Smith, L. A.: Pain pattern in diseases of the upper part of the abdomen, Proc. Staff 
Meet., Mayo Clin. 28: 385, 1953. 

Smith, M. A.: A community program for the prevention of rheumatic fever recur- 
rence, Pub. Health Rep. 68: 16, 1953. 

Smith, M. A., Fried, A. R., Morris, E. M., Robbins, L. C., and Zukel, W. J.: Rheu- 
matic fever prophylaxis; a community program through the private physician, 
J. A. M. A. 149: 636, 1952. 

Smith, M. J. H.: Plasma-salicylate concentrations after small doses of acetylsalicylic 
acid, J. Pharm. and Pharmacol. 3: 409 (July) 1951. 


Me 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1195 


1956. 


1957. 


1958. 
1959. 


1960. 


1961. 
1962. 


1963. 


1964. 


Smith, M. J. H.: The effect of salicylate on the glycosuria and hyperglycaemia 
induced by cortisone in the normal rat, Biochem. J. 52: 649 (Dec.) 1952. 

Smith, M. J. H.: Review article: some recent advances in the pharmacology of 
salicylates, J. Pharmacy and Pharmacology 5: 81 (Feb.) 1953. 

Smith, R. T.: Treatment of rheumatoid arthritis, GP 3: 67 (June) 1951. 

Smith, W. S., and Bailey, R. W.: Effect of streptomycin in synovial tuberculosis of 
the knee, J. A. M. A. 152: 792, 1953. 

Smolik, E. A., and Nash, F. P.: Lumbar spinal arachnoiditis: a complication of the 
intervertebral disc operation, Ann. Surg. 133: 490 (Apr.) 1951. 

Smyth, C. J.: Genetic and endocrine aspects of gout, Practitioner 166: 62 (Jan.) 1951. 

Smyth, C. J.: The genetic aspects of rheumatic diseases, Bull. Rheumat. Dis. 2: 7 
(Dec.) 1951. 

Smyth, C. J.: Differential diagnosis in the rheumatic diseases, Rocky Mountain M. J. 
50: 31 (Jan.) 1953. 

Smyth, C. J.: Rheumatoid spondylitis; its diagnosis and treatment, South Dakota J. 
Med. and Pharm. 6: 347 (Dec.) 1953. 


. Smyth, G. A.: Activation of peptic ulcer during pituitary adrenocorticotropic hormone 


therapy; report of three cases, J. A. M. A. 145: 474, 1951. 


. Snively, G. G., Hattersley, P. G., and Nolan, L. E.: Aplastic anemia following corti- 


cotropin therapy, J. A. M. A. 152: 1223, 1953. 


. Snorrason, E.: Rheumatoid arthritis and occupation, Acta med. Scandinav. 140: 355, 


1951. 


. Snorrason, E.: The problem of ulnar deviation of the fingers in rheumatoid arthritis, 


Acta med. Scandinav. 140: 359, 1951. 


. Snorrason, E.: Rheumatoid arthritis; sanocrysin treatment and prognosis, Acta med. 


Scandinav. 142: 249 (Mar.) 1952. 


. Snow, W. B., and Coss, J. A.: Combined use of cortisone and physical therapy in 


the treatment of arthritic deformities, New York J. Med. 52: 319 (Feb.) 1952. 


. Snow, W. G.: Phenylbutazone: an evaluation of its use, California Med. 79: 211, 


1953. 


. Sobel, H., Zutrauen, H. A., and Marmorston, J.: The collagen and hexosamine content 


of the skin of normal and experimentally treated rats, Arch. Biochem. 46: 221 
(Sept.) 1953. 


. Soffer, L. J., and Bader, R.: Corticotropin and cortisone in acute disseminated lupus 


erythematosus; results of long-term use, J. A. M. A. 149: 1002, 1952. 


. Sofield, H. A.: Symposium on minor surgery; minor fractures and sprains, S. Clin. 


North America 31: 1329 (Oct.) 1951. 


. Soholt, S. T.: Tuberculosis of the sacro-iliac joint; a review of seventy-five cases, J. 


Bone and Joint Surg. 33A: 119 (Jan.) 1951. 


. Sokoloff, L.: The heart in rheumatoid arthritis, Bull. Rheumat. Dis. 3: 27 (Jan.) 


1953. 


. Sokoloff, L.: The heart in rheumatoid arthritis, Am. Heart J. 45: 635 (May) 1953. 
. Sokoloff, L., and Beegel, P. M.: Effect of streptococcal growth products on develop- 


ment of experimental viral arthritis, Arch. Path. 56: 473 (Nov.) 1953. 


. Sokoloff, L., McCluskey, R. T., and Bunim, J. J.: Vascularity of the early sub- 


cutaneous nodule of rheumatoid arthritis, Arch. Path. 55: 475 (June) 1953. 


. Sokoloff, L., Wilens, S. L., and Bunim, J. J.: Arteritis of striated muscle in rheu- 


matoid arthritis, Am. J. Path. 27: 157 (Jan.-Feb.) 1951. 


. Solem, J. H.: Cutaneous arterial spiders following use of adrenocorticotropic hormone, 


Lancet 2: 1241 (Dec. 27) 1952. 


. Soloff, L. A., Zatuchni, J., Janton, O. H., O’Neill, T. J., and Glover, R. P.: Reactiva- 


tion of rheumatic fever following mitral commissurotomy, Circulation 8: 481, 1953. 


— 
1977 
1978 We 
he 
1980 


2000. 


2002. 


1983. 


1984. 


1985. 
1986. 


1987. 


1988. 


1989. 


1990. 


1991. 


1992. 


1993. 


1994. 


1995. 


1996. 
1997, 


1998. 


1999, 


2001. 


2003. 
2004. 


2005. 


2006. 


2007. 


1196 WILLIAM D. ROBINSON ET AL. December 1956 


Solomon, N. H., and Zimmerman, M.: Q-T interval of the electrocardiogram in acute 
rheumatic carditis in children, Am. J. Dis. Child. 81: 52 (Jan.) 1951. 

Solovay, J., and Gardner, C.: Involvement of the manubriosternal joint in Marie- 
Strumpell disease, Am. J. Roentgenol. 65: 749 (May) 1951. 

Somerville, P.: Tuberculous bursitis, M. Press 227: 618 (June) 1952. 
Sonenberg, M., Keston, A. S., and Money, W. L.: Studies with labelled anterior 
pituitary preparations: adrenocorticotropin, Endocrinology 48: 148 (Feb.) 1951. 
Sones, M., Israel, H. L., Dratman, M. B., and Frank, J. H.: Effect of cortisone in 
sarcoidosis, New England J. Med. 244: 209, 1951. 

Sonnenschein, A.: Ultrasoundwave treatment of chronic disorders of the locomotor 
system, Ann. Rheumat. Dis. 10: 441 (Dec.) 1951. 

Sorensen, B.: Case of fatal thrombopenia about 10 months after treatment with a 
gold preparation, Acta med. Scandinav. 141: 27, 1951. 

Souders, C. R., and Levine, M. I.: Malignant synovioma: report of a case treated by 
x-ray and nitrogen mustard, Lahey Clin. Bull. 7: 145 (July) 1951. 


1990.(a) Spain, D. M., and Roth, D.: Effect of cortisone and ACTH on the histopathology 


of rheumatic carditis; report of a necropsied case, Am. J. Med. 11: 128 (July) 
1951. 

Spear, I. M., and Lipscomb, P. R.: Noninfectious trochanteric bursitis and peri- 
tendinitis, S. Clin. North America 32: 1217 (Aug.) 1952. 

Spellman, F. A.: Report on arthritis program; General Medical and Surgical Hos- 
pital Veterans Administration Center, J. Maine M. A. 43: 243 (July) 1952. 

Spielberg, M.: Placental blood serum in the treatment of rheumatoid arthritis; pre- 
liminary report, Arch. Int. Med. 91: 315 (Mar.) 1953. 

Spies, T. D., Stone, R. E., Garcia-Lopez, G., Milanes, F., Lopez-Toca, R., and 
Reboredo, A.: An appraisal of ACTH and cortisone as therapeutic agents, South. 
M. J. 44: 1034 (Nov.) 1951. 

Spillane, J. D., and Lloyd, G. H. T.: Spastic paraplegia in late adult life with de- 
generation and protrusion of cervical discs, Lancet 2: 653 (Oct. 13) 1951. 

Spink, W. W.: What is chronic brucellosis? Ann. Int. Med. 35: 358 (Aug.) 1951. 

Spink, W. W.: The laboratory in the diagnosis of brucellosis, Am. J. Clin. Path. 22: 
201 (Mar.) 1952. 

Spink, W. W.: Epidemiologic and clinical studies on brucellosis, 1937-1952, Tr. Coll. 
Physicians Philadelphia 21: 51, 1953. 

Spink, W. W., and Thompson, H.: Human brucellosis caused by Brucella abortus, 
strain 19, J. A. M. A. 153: 1162 (Nov. 28) 1953. 

Splithoff, C. A.: Lumbosacral junction; roentgenographic comparison of patients with 
and without backache, J. A. M. A. 152: 1610, 1953. 

Sprague, R. G.: Cortisone and ACTH; review of certain physiologic effects and their 
clinical implications, Am. J. Med. 10: 567 (May) 1951. 

Sprechler, M., and Vesterdal, J.: The adrenocortical response to ACTH, cortisone 
and ascorbic acid in children; a comparison with the results obtained in adults, 
Acta endocrinol. 12: 207, 1953. 

Stack, J. K.: When is a sprain not a sprain, GP 5: 39 (Jan.) 1952. 

Stack, J. K.: Experiences with intramedullary fixation in knee fusion, Am. J. Surg. 
83: 291 (Mar.) 1952. 

Stack, J. K., and Lichtman, W.: The Charcot knee; a new method of fusion, Quart. 
Bull., Northwestern Univ. M. School 25: 68, 1951. 

Stack, J. K., and Lockwood, R. C.: Pneumoarthrograms of the knee; an aid in the 
localization of internal derangement, Arch. Surg. 63: 486 (Oct.) 1951. 

Stanfield, A. B., Brodie, E. C., and Yeoman, E. E.: Butazolidin plasma concentration 
and urinary excretion in normal individuals and in patients with rheumatoid 

spondylitis, Proc. Soc. Exper. Biol. and Med. 83: 254 (June) 1953. 


| 
i 
| 


2008. 


2009. 


2010. 


2011. 


2012. 


2013. 


2014. 
2015. 
2016. 
2017. 
2018. 
2019. 
2020. 
2021. 


2022. 


2023. 


2024. 


2025. 
2026. 
2027. 
2028. 
2029. 


. Steinbrocker, O., Berkowitz, S., Carp, S., Ehrlich, M., Elkind, M., Silver, M., and 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1197 


Stecher, R. M.: Hereditary joint disease; observations on Heberden’s nodes, gout and 
ankylosing spondylitis, Acta physiother. et reumat. Belgica 7: 108 (Mar.) 1952. 

Stecher, R. M., and Dorfman, R. I.: The possible prolongation of ACTH and corti- 
sone effects with pregnenolone, in Symposium on steroids in experimental and 
clinical practice, edited by A. White, 1951, The Blakiston Co., Philadelphia, p. 248. 

Stecher, R. M., Hersh, A. H., and Hauser, H.: Heberden’s nodes; the family history 
and radiographic appearance of a large family, Am. J. Human Genet. 5: 46 ( Mar.) 
1953. 

Stecher, R. M., Hersh, A. H., Solomon, W. M., and Wolpaw, R.: The genetics of 
rheumatoid arthritis; analysis of 224 families, Am. J. Human Genet. 5: 118 (June) 
1953. 

Stecher, R. M., Sassaman, W. H., Goodman, J. I, Solomon, W. M., and Dowdell, W. 
F.: Ankylosing spondylitis; clinical history, radiographic findings, and gross 
anatomic description of the skeleton of one case, Lab. Invest. 1: 469, 1952. 

Steck, I. E., Zivin, S., Joseph, N., and Montgomery, M.: Influence of primaquine on 
the clinical findings and joint potentials in rheumatoid arthritis, Ann. Rheumat. 
Dis. 11: 310 (Dec.) 1952. 

Steele, C. W.: Cardiac lesions in rheumatoid arthritis, J. Maine M. A. 44: 308 (Nov.) 
1953. 

Steen, A. S.: Effect of cortisone on tissue cultures, Brit. J. Ophth. 35: 741, 1951. 

Stefanini, M., and Rosenthal, M. C.: Hemorrhagic diathesis with ascorbic acid de- 
ficiency during administration of anterior pituitary corticotropic hormone, Proc. 
Soc. Exper. Biol. and Med. 75: 806 (Dec.) 1950. 

Stein, A. H., Jr., Ramsey, R. H., and Key, J. A.: Stenosing tendovaginitis at the 
radial styloid process (DeQuervain’s disease), Arch. Surg. 63: 216 (Aug.) 1951. 

Stein, I., Beller, M. L., and Stein, R. O.: Cervical arthritis; the entity and its treat- 
ment, J. Albert Einstein M. Center 1: 128 (May) 1953. 

Stein, L., Stein, R. O., and Beller, M. L.: ACTH in postmanipulative phase of frozen 
shoulder, Am. J. Surg. 85: 215, 1953. 

Stein, I., Stein, R. O., and Beller, M. L.: Hydrocortisone in tennis elbow, Am. J 
Surg. 86: 123 (July) 1953. 

Steinberg, C. L.: Ankylosing spondylitis and pregnancy, Ann. Rheumat. Dis. 7: 206 
(Dec.) 1948. 

Steinberg, C. L.: Tocopherols in treatment of primary fibrositis ; including Dupuytren’s 
contracture, periarthritis of the shoulders, and Peyronie’s disease, Arch. Surg. 63: 
824 (Dec.) 1951. 

Steinberg, C. L.: Splenectomy in rheumatoid arthritis, Ann. Int. Med. 38: 787 (Apr.) 
1953. 

Steinberg, C. L., Bohrod, M. G., and Roodenburg, A. I.: Agranulocytosis following 
phenylbutazone (Butazolidin) therapy; report of a fatal case, J. A. M. A. 152: 33, 
1953. 


Steinberg, C. L., and Roodenburg, A. I.: Successful treatment of dermatitis due to 
chrysotherapy with adrenocorticotropic hormone, J. A. M. A. 146: 1225, 1951. 
Steinberg, C. L., and Roodenburg, A. I.: Corticotropin (ACTH) in the treatment of 


acute subacromial bursitis, J. A. M. A. 149: 1458, 1952. 

Steinbrocker, O.: Local and regional analgesic injections in painful musculoskeletal 
conditions, Bull. Rheumat. Dis. 1: 15 (Apr.) 1951. 

Steinbrocker, O.: Caution in the use of phenylbutazone [addendum], J. A. M. A. 151: 
143 (Jan. 10) 1953. 

Steinbrocker, O.: Keeping the patient with a shoulder syndrome employable, Indust. 
Med. and Surg. 22: 314 (July) 1953. 


j 
tie % 
2: 


1198 WILLIAM D. ROBINSON ET AL. December 1956 


2031 


Spitzer, N.: ACTH and cortisone as therapeutic agents in arthritis and some 
locomotor disorders, Bull. New York Acad. Med. 27: 560 (Sept.) 1951. 

. Steinbrocker, O., Berkowitz, S., Ehrlich, M., Elkind, M., and Carp, S.: Phenylbutazone 
therapy of arthritis and other painful musculoskeletal disorders, J. A. M. A. 150: 
1087, 1952. 


2032. Steinbrocker, O., Ehrlich, M. E., Silver, M., Sicher, W., Berkowitz, S., Carp, S., and 


2033. 


Feinstein, H.: The clinical application of cortisone and ACTH in arthritis and 
related conditions: methods and problems; methods and clinical observations, 
Arizona Med. 8: 33 (Aug.) 1951. 

Steinbrocker, O., Ehrlich, M. E., Silver, M., Sicher, W., Berkowitz, S., Carp, S., and 
Feinstein, H.: The clinical application of cortisone and ACTH in arthritis and 
related conditions; methods and problems; side-effects, complications, contraindi- 
cations, precautions and conclusions, Arizona Med. 8: 29 (Sept.) 1951. 


. Steinbrocker, O., Neustadt, D., and Lapin, L.: Shoulder-hand syndrome; sympathetic 


block compared with corticotropin and cortisone therapy, J. A. M. A. 153: 788, 
1953. 


. Steindler, A.: Pyogenic arthritis, Bull. New York Acad. Med. 27: 101 (Feb.) 1951. 
. Steindler, A.: Arthritic deformities of the wrist and fingers, J. Bone and Joint Surg. 


33A: 849 (Oct.) 1951. 


. Steindler, A.: On atypical gout, Bull. Hosp. Joint Dis. 12: 404 (Oct.) 1951. 
. Stephen, E. H. M., and Noad, K. B.: Status epilepticus occurring during cortisone 


therapy, M. J. Australia 2: 334 (Sept. 8) 1951. 


. Stephens, C. A. L., Jr., Yeoman, E. E., Holbrook, W. P., Hill, D. F., and Goodin, 


W. L.: Benefits and toxicity of phenylbutazone (Butazolidin) in rheumatoid 
arthritis, J. A. M. A. 150: 1084, 1952. 


. Stephens, F. E., and Nunemaker, J. C.: Spondylitis in identical twins reared apart, 


J. Hered. 41: 283 (Nov.) 1950. 


. Sterne, E. H., Jr., and Schneider, B.: Psoriatic arthritis, Ann. Int. Med. 38: 512 


(Mar.) 1953. 


. Stetson, C. A., Jr.: The occurrence of leucocyte-platelet thrombosis in rheumatic 


carditis, J. Exper. Med. 94: 493 (Dec.) 1951. 


. Stetten, D., Jr.: On the metabolic defect in gout, Bull. New York Acad. Med. 28: 


664, 1952. 


. Stetten, D., Jr.: The metabolic defect in gout, Bull. Rheumat. Dis. 3: 25 (Dec.) 1952. 


2044.(a) Stevens, J. E., and Toone, E. C., Jr.: Leukopenia and granulocytopenia developing 


2045. 


2047. 


2052. 


during the course of treatment with cortisone, South. M. J. 45: 738 (Aug.) 1952. 

Stevens, J. E., Wine, J. F., Pepple, A., and Rader, M. E.: “L.E.” cell-phenomenon of 
diagnostic value in acute disseminated lupus erythematosus, Virginia M. Monthly 
78: 590 (Nov.) 1951. 


. Stevenson, A. C., and Cheeseman, E. A.: Heredity and rheumatic fever, Ann. 


Eugenics 17: 177 (Feb.) 1953. 
Stevenson, C. R., Zuckner, J., and Freyburg, R. H.: Intra-articular hydrocortisone 
(compound F) acetate; a preliminary report, Ann. Rheumat. Dis. 11: 112 (June) 


1952. 


. Stewart, A. M., and Macgregor, A. R.: Myositis fibrosa generalisata, Arch. Dis. 


Childhood 26: 215 (June) 1951. 


. Stifel, J. L., and Burnheimer, J. C.: Agranulocytosis following administration of 


phenylbutazone (Butazolidin), J. A. M. A. 151: 555, 1953. 


. Stillerman, M. L.: Ocular manifestations of diffuse collagen disease, Arch. Ophth. 45: 


239 (Mar.) 1951. 
. Stinchfield, F. E.: Arthritis of the hip, S. Clin. North America 31: 521 (Apr.) 1951. 
Stinchfield, F. E.: Surgical treatment of the arthritic hip, Surg., Gynec. and Obst. 
96: 733, 1953. 


4 
2034 
2035 
= 2036 
2037 
2038 
2039 
204 
204 2 
‘ 204 
244 
2046 
2049 ‘ 
205 


2054. 


2055. 


2056. 
2057. 


2058. 


2059. 


2060. 


2061. 


2062. 


2063. 


2064. 
2065. 


2066. 


Vol. 45, No. 6 


2053. Stoddard, A.: Manipulative procedures in the treatment of intervertebral disc lesions, 


2067. 
2068. 
2069. 
2070. 
2071. 
2072. 
2073. 
2074. 
2075. 
2076. 


2077. 


1199 


RHEUMATISM AND ARTHRITIS 


Brit. J. Phys. Med. 14: 101 (May) 1951. 

Stollerman, G. H., Glick, S., Patel, D. J., Hirschfeld, IL, and Rusoff, J. H.: Deter- 
mination of C-reactive protein in serum as a guide to the treatment and manage- 
ment of rheumatic fever, Am. J. Med. 15: 645 (Nov.) 1953. 

Stollerman, G. H., and Rusoff, J. H.: Prophylaxis against group A streptococcal 
infections in rheumatic fever patients; use of new repository penicillin preparation, 
J. A. M. A. 150: 1571, 1952. 

Stone, T. T.: Bursitis, Illinois M. J. 98: 335 (Dec.) 1950. 

Stoppelman, M. R. H.: Antihyaluronidase content of serum in children suffering from 
hemolytic streptococcal infections, rheumatic fever and other diseases, Acta paediat. 
39: 510, 1950. 

Stowell, A., Hayne, R. A., and Cook, D. B.: The diagnosis and treatment of neck, 
shoulder and arm pain, Am. Surgeon 19: 302 (Mar.) 1953. 

Stratton, H. J. M., Price, T. M. L., and Skelton, M. O.: Granuloma of the nose and 
periarteritis nodosa, Brit. M. J. 1: 127 (Jan. 17) 1953. 

Strazza, J. A., Jr., and Ressetar, M.: Butazolidin in the treatment of arthritis; clinical 
studies with phenylbutazone, J. M. Soc. New Jersey 50: 333 (Aug.) 1953. 

Stringer, H. C. W.: A fatal case of erythema nodosum and acute rheumatism; 
tuberculoid histology in lymph glands, New Zealand M. J. 52: 35 (Feb.) 1953. 

Strully, K. J., Gross, S. W., Schwartzman, J., and von Storch, T. J. C.: Progressive 
spinal cord disease; syndromes associated with herniation of cervical intervertebral 
disks, J. A. M. A. 145: 10, 1951. 

Stubbs, S. P., Corwin, W. C., and Hanan, E. B.: Chronic keratodermia blennorrhagica 
with ankylosing polyarthritis deformans; a report of a case with autopsy findings, 
Am. J. Med. 14: 763, 1953. 

Stunzi, H.: Osteoarthropathy in dogs, Arch. Path. 54: 423, 1952. 

Sugar, M.: Arthritis and panhypopituitarism, J. Clin. Endocrinol. 13: 1118 (Sept.) 
1953, 

Suksta, A., and Conley, C. L.: Some observations on the L.E. cell, J. Lab. and Clin. 
Med. 37: 597 (Apr.) 1951. 

Sundblad, L.: The chemistry of synovial fluid with special regard to hyaluronic acid, 
Acta. orthop. Scandinav. 20: 105, 1950. 

Sundblad, L.: Studies on hyaluronic acid in synovial fluids, Acta Soc. Med. Upsal. 
58: 113, 1953. 

Sunderbruch, J. H.: Case report of synovioma, J. Iowa M. Soc. 43: 105 (Mar.) 1953. 

Sussman, N.: ACTH sensitivity, M. Times 80: 154 (Mar.) 1952. 

Sussman, N.: The use of cortisone in the management of the shoulder-hand syndrome; 
a case report, Arch. Phys. Med. 33: 289 (May) 1952. 

Sussman, N.: The autonomic nervous system in rheumatoid arthritis; a preliminary 
report on the use of D.H.E.-45, M. Times 80: 560 (Sept.) 1952. 

Sutliff, W. D., Shepard, R., and Dunham, W. B.: Acute Leptospira pomona arthritis 
and myocarditis, Ann. Int. Med. 39: 134 (July) 1953. 

Suttenfield, F. D.: Early diagnosis and management of gout, Geriatrics 6: 96 (Mar.) 
1951. 

Suzman, M. M.: The clinical application of corticotropin and cortisone therapy; a 
report of 247 cases, South African M. J. 27: 195 (Mar.) 1953. 

Suzman, M. M., and Rudolph, J. A.: Effect of ACTH in acute dermatomyositis, 
Lancet 1: 660 (Mar. 24) 1951. 

Svartz, N.: Agglutination with sensitized sheep erythrocytes in rheumatoid arthritis, 
Acta med. Scandinav. (Supp. 259) 140: 18, 1951. 


. Svartz, N., and Schlossmann, K.: Experimental investigations into the hemagglutina- 


2 
: 
ie 
2078 


WILLIAM D. ROBINSON ET AL. December 1956 


tion test in rheumatoid arthritis; preliminary report, Acta med. Scandinav. 140: 
152, 1951. 

Svartz, N., and Schlossmann, K.: The hemagglutination test with sensitized sheep 
cells in rheumatoid arthritis and some other diseases, Acta med. Scandinav. 142: 
420, 1952. 

. Svartz, N., and Schlossmann, K.: On substances agglutinating sensitized sheep ery- 
throcytes obtained by fractionation of blood serum with carbon dioxide, Acta med. 
Scandinav. 145: 216, 1953. 

Svartz, N., and Schlossmann, K.: Agglutination of sensitized sheep erythrocytes by 
cold precipitable serum substances in rheumatoid arthritis; preliminary report, Acta 
med. Scandinav. 146: 313, 1953. 

. Swain, R. H. A., and Mitchell, R. G.: The isolation of a Coxsackie virus from two 

cases of Bornholm disease, Brit. M. J. 1: 1354 (June 20) 1953. 

. Swan, D. M., and McGowan, J. M.: Shoulder-hand syndrome following myocardial 

infarction: treatment by procaine block of the stellate ganglion, J. A. M. A. 146: 

774, 1951. 

. Swanson, J. N., and Bauer, W.: Intestinal absorption of iron in anaemic rheumatoid 

arthritis patients, before and during administration of ACTH, cortisone, or com- 

pound F, Ann. Rheumat. Dis. 11: 316, 1952. 

. Swanson, J. N., Bauer, W., and Ropes, M.: The evaluation of eosinophil-counts, 

Lancet 1: 129 (Jan. 19) 1952. 

. Sydnor, K. L., and Sayers, G.: Biological half-life of endogenous ACTH, Proc. Soc. 

Exper. Biol. and Med. 83: 729 (Aug.) 1953. 

. Sydnor, K. L., Sayers, G., Brown, H., and Tyler, F. H.: Preliminary studies on 

blood ACTH in man, J. Clin. Endocrinol. 13: 891 (Aug.) 1953. 

. Sylven, B.: On the biology of nucleus pulposus, Acta orthop. Scandinav. 20: 275, 1951. 

. Sylven, B., and Malmgren, H.: On the alleged metachromasia of hyaluronic acid, Lab. 

Invest. 1: 413, 1952. 

. Sylven, B., Paulson, S., Hirsch, C., and Snellman, O.: Biophysical and physiological 

investigations on cartilage and other mesenchymal tissues. II. The ultrastructure 

of bovine and human nuclei pulposi, J. Bone and Joint Surg. 33A: 333 (Apr.) 1951. 

. Symmers, W. S. C.: Polyarteritis nodosa: associated with malignant hypertension, 

disseminated platelet thrombosis, “wire loop” glomeruli, pulmonary silicotuberculosis, 

and sarcoidosis-like lymphadenopathy, Arch. Path. 52: 489 (Dec.) 1951. 

. Symmers, W. S. C.: Necrotizing pulmonary arteriopathy associated with pulmonary 

hypertension, J. Clin. Path. 5: 36 (Feb.) 1952. 

. Symmers, W. S. C.: Thrombotic microangiopathic haemolytic anaemia (thrombotic 

microangiopathy), Brit. M. J. 2: 897 (Oct. 25) 1952. 

. Symmers, W. S. C.: Pathological findings in cases of polyarteritis nodosa after treat- 

ment with adrenocorticotropic hormone, J. Path. and Bact. 66: 109 (July) 1953. 

. Symmers, W. S. C., and Barrowcliff, D. F.» Platelet thrombosis syndrome, J. Path. 

and Bact. 63: 552, 1951. 

. Symmers, W. S. C., and Litchfield, J. A.: Healing polyarteritis nodosa; observations 

on three cases after ACTH and on one case after sympathectomy, Lancet 2: 1193 

(Dec. 20) 1952. 

. Talbott, J. H.: Experimental observations in acute and chronic gout, Fifth William 

Allen Pusey Memorial Lecture, Proc. Inst. Med. Chicago 18: 383 (Nov.) 1951. 

. Talbott, J. H.: Acute attack of gouty arthritis; pictorial presentation, GP 5: 38 (Feb.) 

1952. 

. Talbott, J. H.: The treatment of gout and gouty arthritis, Cincinnati J. Med. 33: 291 

(Aug.) 1952. 

. Talbott, J. H.: Diagnosis and treatment of gouty arthritis, California Med. 79: 220, 

1953. 


1200 
207! 
208) 
: 208 
208: 
a 2084 | 
| 
2085 
208¢ 
2087 
208% 
208° is 
20% 
2 
4 2091 
: 2092 
2093 
2094 
2095 
: 2096 
2097 ; 
2098 
2099 
2100 


2101. 
2102. 


2103. 


2104. 


2105. 


2106. 


2107. 


2108. 


2109. 


2110. 


2ili. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1201 


2112. 
2113. 


2114. 


2115. 
2116. 
2117. 
2118. 
2119. 
2120. 
2121. 
2122. 
2123. 


2124. 
2125. 


Talbott, J. H.: Gout and gouty arthritis, Veterans Admin. Tech. Bull. 10-90, 1953. 

Talbott, J. H., Bishop, C., Norcross, B. M., and Lockie, L. M.: The clinical and 
metabolic effects of Benemid in patients with gout, Tr. A. Am. Physicians 64: 372, 
1951. 

Talbott, J. H., and Montgomery, W. R.: Familial clubbing of fingers and toes, Arch. 
Int. Med. 92: 697, 1953. 

Talkov, R. H., Colpoys, F. L., Jr., Davis, R. K., Papper, S., and Fienber, G. R.: Rheu- 
matoid scleral nodules (scleromalacia perforans) treated with cortisone, Arch. 
Int. Med. 87: 879 (June) 1951. 

Taran, L. M., Gulotta, G. A., Szilagyi, N., Jablon, J. M., and Lane, W. K.: Effect 
of cortisone and ACTH on the protracted phase of rheumatic carditis in children, 
Am. J. Med. 14: 275 (Mar.) 1953. 

Taran, L. M., and Szilagyi, N.: The Q-T interval in rheumatic disease in children, 
Brit. Heart J. 13: 10 (Jan.) 1951. 

Taub, S. J., Friedman, I. A., and Dibble, J. B.: Tuberculosis of the acromioclavicular 
joint with subscapular bursitis and effusion, Illinois M. J. 98: 357 (Dec.) 1950. 

Taubenhaus, M., and Lev, M.: Clinical histological observations on a case of sclero- 
derma treated with cortisone, Arch. Int. Med. 87: 583 (Apr.) 1951. 

Taylor, D. R., Moore, A. M., and Schwarz, H.: Scalenus anticus syndrome caused 
by trichinosis, J. A. M. A. 147: 1044, 1951. 

Tegner, W.: Syringomyelia misdiagnosed as rheumatoid arthritis, Ann. Phys. Med. 
1: 182 (Jan.) 1953. 

Tegner, W.: Advances in the treatment of rheumatic diseases, Practitioner 171: 424 
(Oct.) 1953. 

Tegner, W. S., Broomhead, R., and Reah, T. G.: Discussion on the management of 
osteoarthritis of the hip-joint, Proc. Roy. Soc. Med. 44: 13 (Jan.) 1951. 

Teicher, R., and Nelson, C. T.: Osteoporosis and pathological fractures following 
treatment with ACTH and cortisone, J. Invest. Dermat. 19: 205 (Sept.) 1952. 
Teilum, G.: Cortisone-ascorbic acid interaction and the pathogenesis of amyloidosis 
mechanism of action of cortisone on mesenchymal tissue, Ann. Rheumat. Dis. 11: 

119 (June) 1952. 

Thayer, J. M.: Side effects of cortisone and ACTH, Stanford M. Bull. 10: 1 (Feb.) 
1952. 

Thomas, D. F.: Vertebral osteoarthropathy or Charcot’s disease of the spine. Review 
of the literature and report of two cases, J. Bone and Joint Surg. 34B: 248, 1952. 
Thompson, A. R., Plewes, L. W., and Shaw, E. G.: Peritendinitis crepitans and 
simple tenosynovitis: a clinical study of 544 cases in industry, Brit. J. Indust. Med. 

8: 150 (July) 1951. 

Thompson, H. E.: Climate and rheumatic diseases, Arizona Med. 8: 31 (Apr.) 1951. 

Thompson, H. E., and Rowe, H. J.: Cortisone and gold therapy in chronic rheumateid 
arthritis, Ann. Int. Med. 36: 992 (Apr.) 1952. 

Thompson, W. A.: Keeping the patient with low back pain employable, Indust. Med. 
and Surg. 22: 318 (July) 1953. 

Thompson, W. F.: Blastomycosis of bone; report of a case, J. Bone and Joint Surg. 
35A: 777 (July) 1953. 

Thompson, W. T.: The campaign against rheumatism, Brit. J. Phys. Med. 13: 273 
(Dec.) 1950. 

Thoms, J.: Osteochondritis dissecans of the head of the ulna, Acta radiol. 34: 161 
(Sept.) 1950. 

Thomson, J. E. M.: The sprained ankle, Nebraska M. J. 38: 206 (June) 1953. 

Thomson, S.: Acute disseminated lupus (now quiescent on ACTH), Brit. J. Dermat. 

65: 23 (Jan.) 1953. 


; 
% 

| 
4 
j 
| 
~ 
Be 
| 
al 


1202 WILLIAM D. ROBINSON ET AL. December 1956 


2126. Thordarson, O. T., Sigurdsson, B., and Grimsson, H.: Isolation of Coxsackie virus 
from patients with epidemic pleurodynia, J. A. M. A. 152: 814, 1953. 

2127. Thorell, I.: Pulmonary changes in cases of disseminated lupus erythematosus, Acta 
radiol. 37: 8 (Jan.) 1952. 

2128. Thorn, G. W., Renold, A. E., Wilson, D. L., Frawley, T. F., Jenkins, D., Garcia- 
Reyes, J., and Forsham, P. H.: Clinical studies on the activity of orally admin- 
istered cortisone, New England J. Med. 245: 549, 1951. 

2129. Tillis, H. H., and Connamacher, H. S.: Calcium succinate with aspirin in the treat- 
ment of rheumatic disease; clinical evaluation, Ann. Rheumat. Dis. 10: 118 (June) 
1951. 

2130. Tillotson, J. E., McDonald, J. R., and Janes, J. M.: Synovial sarcomata, J. Bone and 
Joint Surg. 33A: 459 (Apr.) 1951. 

2131. Tobin, W. J., and Stewart, T. D.: Gross osteopathology of the arthritides, Ann. 
Rheumat. Dis. 10: 487 (Dec.) 1951. 

2132. Todd, R. M. and Keidan, S. E.: Changes in the head of the femur in children suf- 
fering from Gaucher’s disease, J. Bone and Joint Surg. 34B: 447, 1952. 

2133. Tomlin, S. G.: Reticulin and collagen, Nature, London 171: 302, 1953. 

2134. Tourney, G., and Gottlieb, J. S.: Psychotic reactions associated with ACTH and 
cortisone, J. Iowa M. Soc. 42: 292 (July) 1952. 

2135. Traut, E. F.: Thyroiditis during treatment with cortisone, J. A. M. A. 149: 832, 1952. 

2136. Traut, E. F.: Procaine and procaine amide hydrochloride in skeletal pain, J. A. M. A. 
150: 785, 1952. 

2137. Traut, E. F., and Campione, K. M.: Histopathology of muscle in rheumatoid arthritis 
and other diseases, Arch. Int. Med. 89: 724 (May) 1952. 

2138. Traut, E. F., and Ellman, J.: Exacerbation of tuberculosis during treatment with cor- 
tisone, J. A. M. A. 149: 1214, 1952. 

2139. Trethowan, W. H., and Cobb, S.: Neuropsychiatric aspects of Cushing’s syndrome, 
Arch. Neurol. and Psychiat. 67: 283 (Mar.) 1952. 

2140. Trevor, D.: A case of synovial chondromatosis of the temporomandibular joint, Post- 
Grad. M. J. 28: 408, 1952. 

2141. Trommer, P. R., and Gellman, M. B.: Trigger point syndrome, Rheumatism 8: 67 
(July) 1952. 

2142. Truelove, S. C., and Whyte, H. M.: Acrosclerosis, Brit. M. J. 2: 873 (Oct. 13) 1951. 

2143. Trueta, J., and Harrison, M. H. M.: The normal vascular anatomy in the femoral 
head in adult man, J. Bone and Joint Surg. 35B: 442, 1953. 

2144. Tudor, R. B., and Kling, R. R.: Rheumatic pneumonia, Minnesota Med. 34: 437 
(May) 1951. 

2145. Tufts, M., and Bunde, C. A.: Therapeutic advantages of the addition of calcium pan- 
tothenate to salicylates in the oral treatment of rheumatoid arthritis, Am. Pract. 4: 
755 (Nov.) 1953. 

2146. Tumulty, P. A., Berthrong, M., and Harvey, A. M.: A peculiar pneumonia associated 
with retinal cytoid bodies, Bull. Johns Hopkins Hosp. 88: 239, 1951. 

2147. Tumulty, P. A., and Harvey, A. M.: Joint involvement in lupus erythematosus dissemi- 
natus, Bull. Rheumat. Dis. 2: 17 (May) 1952. 

2148. Turek, S. L.: Sarcoid disease of bone at the ankle joint, J. Bone and Joint Surg. 35A: 
465, 1953. 

2149. Turney, H. F.: Ankylosing spondylitis, Proc. Roy. Soc. Med. 45: 57 (Feb.) 1952. 

2150. Twort, R. J.: Rheumatoid arthritis; sustained improvement on low dosage of cortisone, 
Brit. M. J. 1: 1491 (June 30) 1951. 

2151. Tyson, T. L., Thompson, W. A. L., and Ragan, C.: Marie-Strumpell spondylitis in 
women, Ann. Rheumat. Dis. 12: 40 (Mar.) 1953. 

2152. Uchida, I. A.: Possible genetic factors in the etiology of rheumatic fever, Am. J. 
Human Genet. 5: 61, 1953. 


4 
~ 
3 
| 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1203 


2153. 
2154. 


2155. 


2156. 
2157. 
2158. 
2159. 
2160. 
2161. 


2162. 
2163. 


2164. 
2165. 


2166. 


2167. 


2168. 


2169. 
2170. 
2171. 
2172. 
2173. 
2174. 


2175. 


2176. 


Ude, W. H.: Osteitis condensans ilii; the relationship to juvenile epiphysitis, Minne- 
sota Med. 35: 541 (June) 1952. 

Ungar, G.: Inflammation and its control; a biochemical approach, Lancet 2: 742 
(Oct. 18) 1952. 

Ungar, G., and Damgaard, E.: Studies on fibrinolysin-antifibrinolysin system in serum; 
action of anterior pituitary adrenal cortex and spleen, J. Exper. Med. 93: 89 
(Jan.) 1951. 

Ungar, G., Damgaard, E., and Hummel, F. B.: Action of salicylates and related drugs 
on inflammation, Am. J. Physiol. 171: 545 (Dec.) 1952. 

Ungar, G., Damgaard, E., and Weinstein, H. G.: Endocrine control of inflammation ; 
effect of hormones on anaphylactic arthritis, Am. J. Physiol. 166: 340 (Aug.) 1951. 

Upton, A. C., and Coon, W. W.: Effects of cortisone and adrenocorticotrophic hor- 
mone on wound healing in normal and scorbutic guinea pigs, Proc. Soc. Exper. Biol. 
and Med. 77: 153 (May) 1951. 

Vail, D.: The ocular complications of arthritis, South. M. J. 44: 317 (Apr.) 1951. 

Vaillancourt, de G., Grokoest, A. W., and Ragan, C.: Absence of analgesia during 
induced hyperadrenalism, Proc. Soc. Exper. Biol. and Med. 78: 383 (Nov.) 1951. 

Vainio, K., and Oka, M.: Ulnar deviation of the fingers, Ann. Rheumat. Dis. 12: 122 
(June) 1953. 

Valk, H. L.: The management of gout, North Carolina M. J. 13: 560 (Oct.) 1952. 

Van Cauwenberge, H., and Heusghem, C.: Acetylsalicylic acid and urinary excretion 
of adrenocortical steroids, Lancet 1: 771 (Apr. 7) 1951. 

Van Scott, E. J., Rothman, S., and Greene, C. R.: Studies on the sulfhydryl content of 
the skin, J. Invest. Dermat. 20: 111 (Feb.) 1953. 

Vara, P., and Warris, W.: Low back pain and gynaecological disease, Acta obst. et 
gynec. Scandinav. 31: 387, 1952. 

Vaughan, J. H., Bayles, T. B., and Favour, C. B.: The response of serum gamma 
globulin level and complement titer to adrenocorticotropic hormone (ACTH) ther- 
apy in lupus erythematosus disseminatus, J. Lab. and Clin. Med. 37: 698 (May) 
1951. 

Vaughan, J. H., Bayles, T. B., and Favour, C. B.: Serum complement in rheumatoid 
arthritis, Am. J. M. Sc. 222: 186 (Aug.) 1951. 

Vaughan, J. H., Bayles, T. B., Favour, C. B., and Cutting, B.: Effect of 17-hydroxy- 
11-dehydrocorticosterone and adrenocorticotropic hormone upon plasma gamma 
globulin, fibrinogen, and erythrocyte sedimentation rate, Proc. Soc. Exper. Biol. and 
Med. 76: 274 (Feb.) 1951. 

Verstandig, C. C.: Radiation therapy of the painful shoulder, Mississippi Valley M. J. 
74: 184 (Nov.) 1952. 

Vesterdal, J., Remvig, O., and Sprechler, M.: ACTH in the treatment of juvenile 
rheumatoid arthritis, Acta paediat. 41: 145 (Mar.) 1952. 

Videback, A. A., Asboe-Hansen, G., Astrup, P., Faber, V., Hamburger, Chr., Schmith, 
K., Sprechler, M., and Brchner-Mortensen, K.: Effect of ACTH and cortisone on 
rheumatic fever, Acta endocrinol. 4: 245, 1950. 

Vilanova, X., and Pinol, J.: Psoriasis arthropathica, Rheumatism 7: 197 (Jan.) 1951. 

Vinther-Paulson, N.: Calcium and phosphorus intake in senile osteoporosis, Geriatrics 
8: 76 (Feb.) 1953. 

von Reis, G., and Swensson, A.: Intra-articular injections of osmic acid in painful 
joint affections, Acta med. Scandinav. (Supp. 259) 140: 27, 1951. 

Wager, O.: On the factor producing agglutination of sensitized red cells and its re- 
lation to the agglutination of hemolytic streptococci in rheumatoid arthritis sera, 
Ann. med. exper. et biol. Fenniae (Supp. 8) 28: 1, 1950. 

Wagner, C. J.: Williams’ flexion regime in the treatment of low back pain, J. Inter- 

nat. Coll. Surgeons 18: 69 (July) 1952. 


: 
| 
i 
= 


1204 WILLIAM D. ROBINSON ET AL. December 1956 


2177. Wainerdi, H. R.: An improved goniometer for arthrometry, J. A. M. A. 149: 661, 1952. 

2178. Waldrop, W. L., and Shorbe, H. B.: Flexion treatment of low back pain, J. Oklahoma 
M. A. 44: 138 (Apr.) 1951. 

2179. Walker, B.: Miliary tuberculosis in a case of acute disseminated lupus erythematosus 
treated with ACTH, Brit. M. J. 2: 1076 (Nov. 15) 1952. 

2180. Walker, E., Moore, W. W., and Simpson, J. R.: The diagnosis and surgical treatment 
of cervical lesions of the intervertebral disc, J. Internat. Coll. Surgeons 15: 411 
(Apr.) 1951. 

2181. Waller, J. I., and Dreese, W. C.: Peyronie’s disease associated with Dupuytren’s con- 
tracture, J. Urol. 68: 623, 1953. 

2182. Wallerstein, R. O.: Parkinsonism and rheumatoid arthritis, Ann. Int. Med. 34: 899 
(Apr.) 1951. 

2183. Walmsley, R.: The development and growth of the intervertebral disc, Edinburgh M. 
J. 60: 341 (Aug.) 1953. 

2184. Walsh, A. C., and Miller, G. E.: Pain about the radial styloid, Canad. M. A. J. 66: 
36 (Jan.) 1952. 

2185. Walsh, B. J.: Management of rheumatic fever, GP 7: 85 (Jan.) 1953. 

2186. Walsh, J. R., and Zimmerman, H. J.: The demonstration of the L.E. phenomenon in 
patients with penicillin hypersensitivity, Blood 8: 65, 1953. 

2187. Walt, F., Raftery, J. D., Phil, D., and Johnson, P. A.: Still’s disease: interim report 
of a case treated with cortisone, South African M. J. 25: 541 (Aug.) 1951. 

2188. Wannamaker, L. W., Rammelkamp, C. H., Jr., Denny, F. W., Brink, W. R., Houser, 
H. B., and Hahn, E. O.: Prophylaxis of acute rheumatic fever; by treatment of the 
preceding streptococcal infection with various amounts of depot penicillin, Am. J. 
Med. 10: 673 (June) 1951. 

. Ward, L. E., Polley, H. F., Slocumb, C. H., and Hench, P. S.: Cortisone in treatment 
of rheumatoid arthritis, J. A. M. A. 152: 119, 1953. 

. Ward, L. E., Slocumb, C. H., Polley, H. F., Kendall, E. C., and Hench, P. S.: Clinical 
effects of cortisone administered orally to 100 patients with rheumatoid arthritis, 
Ann. Rheumat. Dis. 10: 477 (Dec.) 1951. 

. Ward, L. E., Slocumb, C. H., Polley, H. F., Lowman, E. W., and Hench, P. S.: Clini- 
cal effects of cortisone administered orally to patients with rheumatoid arthritis, 
Proc. Staff Meet., Mayo Clin. 26: 361 (Sept.) 1951. 

. Wardle, E. N.: Primary generalized chronic arthritis, Rheumatism 9: 51 (July) 1953. 

. Warin, J. F., Davies, J. B. M., Sanders, F. K., and Vizoso, A. D.: Oxford epidemic 
of Bornholm disease, 1951, Brit. M. J. 1: 1345 (June 20) 1953. 

. Warren, G. H., and Durso, J. G.: A synovial fluid clot prevention test for the determi- 
nation of hyaluronidase activity, Endocrinology 48: 408 (Apr.) 1951. 

. Warren, M. W., and Kaminski, J.: The elderly arthritic patient, Rheumatism 8: 74 
(Oct.) 1952. 

. Warren, R. F.: The pathology of Dupuytren’s contracture, Brit. J. Plast. Surg. 6: 
224, 1953. 

. Warren-Crowe, H.: Osteo-arthritis of the hip-joint, Rheumatism 6: 178 (Oct.) 1950. 

. Warter, P. J.: Advances in the treatment of gout, J. M. Soc. New Jersey 50: 328 
(Aug.) 1953. 

. Wasserman, E.: Perifolliculitis capitis abscendens et suffodiens with rheumatoid ar- 
thritis ; report of a case, Arch, Dermat. and Syph. 64: 787 (Dec.) 1951. 

. Wassermann, F.: Electron microscopic study of the submicroscopic network of fibrils 
as a component of connective tissue, Anat. Rec. 111: 145 (Oct.) 1951. 

. Wassmann, K.: Palindromic rheumatism, Acta med. Scandinav. 139: 55, 1950. 

. Wassmann, K.: Kyphosis juvenilis Scheuermann; an occupational disorder, Acta 
orthop. Scandinav. 21: 65, 1951. 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1205 


2203. 


2204. 


2205. 


2206. 


2207. 


2208. 


2209. 


2210. 


2211. 


2212. 


2213. 


2214. 


2215. 


2216. 


2217. 


2218. 


2219. 


2220. 


2221. 


2222. 
2223. 


2224. 


2225. 


2226. 


2227. 


2228. 


Wasz-Hockert, O.: Tuberculin sensitivity in rheumatoid arthritis, Acta path. et micro- 
biol. Scandinav. (Supp. 91) p. 135, 1951. 

Waterson,- A. P., and Wedgwood, J.: Rat-bite fever; report of a case due to 
Actinomyces muris, Lancet 1: 472 (Mar. 7) 1953. 

Watkins, A. L.: Rheumatoid arthritis in industrial medicine, New York J. Med. 53: 
2330 (Oct.) 1953. 

Watson, D., Bidmead, D. S., and Kersley, G. D.: Blood glutathione levels in rheuma- 
toid arthritis, Ann. Rheumat. Dis. 11: 292 (Dec.) 1952. 

Watson, E. M.: The haematopathological complications of gold therapy; effects of 
splenectomy and BAL, Canad. M. A. J. 69: 27 (July) 1953. 

Watson, J. B., O’Leary, P. A., and Hargraves, M. M.: Neutrophils resembling L. E. 
cells in artificial blisters, Arch. Dermat. and Syph. 63: 228 (Mar.) 1951. 

Watson, J. E., Jr., and Thorn, S. W.: Differential diagnosis of neck pain, J. A. M. A. 
148: 11, 1952. 

Wattenberg, L. W., and Glick, D.: Mucolytic enzyme systems. XVII. Purification 
of the nonspecific hyaluronidase inhibitor in human blood, Arch. Biochem. 35: 290 
(Feb.) 1952. 

Waugh, D.: Myocarditis, arteritis, and focal hepatic, splenic and renal granulomas 
apparently due to penicillin sensitivity, Am. J. Path. 28: 437, 1952 

Wayne, H. L., and Boyle, J.: Electro-encephalographic observations on patients under- 
going cortisone and ACTH therapy, J. Clin. Endocrinol. 13: 1070 (Sept.) 1953. 

Weaver, N. K.: The role of hypersensitivity in rheumatic fever, South. M. J. 44: 711 
(Aug.) 1951. 

Webb, R.: Fibrositis ossificans progressiva, Australian and New Zealand J. Surg. 23: 
141 (Nov.) 1953. 

Wedgwood, R. J. P., and Janeway, C. A.: Serum complement in children with col- 
lagen diseases, Pediatrics 11: 569, 1953. 

Wedlick, L.: Some observations on the use of ACTH and cortisone in the treatment 
of rheumatoid arthritis, M. J. Australia 2: 737 (Dec. 1) 1951. 

Weed, L. A., Dahlin, D. C., Pugh, D. G., and Ivins, J. C.: Brucella in tissues removed 
at surgery, Am. J. Clin. Path. 22: 10 (Jan.) 1952. 

Weeden, W. F., and Beckh, W.: Sarcoidosis; a review of thirty-four cases, Stanford 
M. Bull. 10: 39 (Feb.) 1952. 

Weeden, W. M.: Compensation aspects of the rheumatic diseases, Indust. Med. and 
Surg. 22: 303 (July) 1953. 

Weinberg, H. B., Hyndman, O. R., and Van Allen, M. W.: Herniated cervical inter- 
vertebral disk simulating angina pectoris, Postgrad. Med. 10:.247 (Sept.) 1951. 
Weinberger, H. E.: Discussion of 1572 and 1776; Proc. Ann. Meeting A.R.A., 1953, 

Ann. Rheum. Dis. 12: 324, 1953. 

Weinstein, A.: Vitamin-D poisoning, J. Tennessee M. A. 46: 140 (Apr.) 1953. 

Weinstein, L.: Group A polysaccharide precipitin reactions in acute streptococcosis 
and rheumatic fever, Yale J. Biol. and Med. 25: 349 (Apr.) 1953. 

Weisberger, A. S., Meacham, G. C., and Heinle, R. W.: Simple method for demon- 
strating the “L.E.” phenomenon in peripheral blood, J. Lab. and Clin. Med. 39: 480 
(Mar.) 1952. 

Weiss, T. E., and Weems, W. E.: Gout: its diagnosis and treatment, Postgrad. Med. 
14: 392, 1953. 

Weisser, J. R., and Robinson, D. W.: Pigmented villonodular synovitis of iliopectineal 
bursa; a case report, J. Bone and Joint Surg. 33A: 988 (Oct.) 1951. 

Weissman, A.: Intra-articular injections in osteo-arthritis, New York J. Med. 52: 
333 (Feb.) 1952. 

Weissman, B., Rapport, M. M., Linder, A., and Meyer, K.: Isolation of the aldobionic 

acid of umbilical cord hyaluronic acid, J. Biol. Chem. 205: 205, 1953. 


& 
| 
a fe 
2 


1206 WILLIAM D. ROBINSON ET AL. December 1956 


2229. Weisstub, I.: A case of dermatomyositis, Canad. M. A. J. 64: 342 (Apr.) 1951. 
2230. Wells, B. B., Lowrey, R. D., and Ross, S. W.: Laboratory procedures for rheumatoid 
3 arthritis. A critical survey of tests used in diagnosis and treatment, Am. J. Clin. 
a Path. 21: 423 (May) 1951. 
2231. Wells, B. B., Lowrey, R. D., and Ross, S. W.: Diagnosis and control of therapy in 
rheumatoid arthritis, Am. Pract. and Digest Treat. 2: 662 (Aug.) 1951. 
2232. Wells, B. B., Ross, S. W., and Lowrey, R. D.: Laboratory aids in diagnosis and treat- 
ment of rheumatoid arthritis, Texas State J. Med. 47: 700 (Oct.) 1951. 
2233. Werblow, S. C., and Neber, J.: Agranulocytosis following phenylbutazone therapy ; 
report of a case, J. A. M. A. 151: 1286, 1953. 
2234. West, H. F., and Newns, G. R.: Some effects of long-continued cortisone therapy in 
rheumatoid arthritis, Lancet 2: 515 (Sept. 13) 1952. 
2235. West, H. F., and Newns, G. R.: Cortisone and rheumatoid disease, Lancet 2: 1123 
(Nov. 28) 1953. 
2236. Wheeler, C. E., Curtis, A. C., Cawley, E. P., Grekin, R. H., and Zheutlin, B.: Soft 
tissue calcification, with special reference to its occurrence in the “collagen diseases,” 
Ann. Int. Med. 36: 1050 (Apr.) 1952. 
2237. White, C. M.: Marie-Strumpell arthritis (including a survey of 41 cases treated with 
x-ray), J. Kansas M. Soc. 53: 369 (Aug.) 1952. 
2238. White, E.: Low back pain; urologic aspects, Texas J. Med. 47: 75 (Feb.) 1951. 
2239. Whittle, C. H.: Acute disseminate lupus erythematosus treated with ACTH, Brit. J. 
Dermat. 64: 295, 1953. 
2240. Whyte, H. M., and Reader, S. R.: Effectiveness of different forms of heating, Ann. 
Rheumat. Dis. 10: 449 (Dec.) 1951. 
2241. Whyte, H. M., and Reader, S. R.: Heating the knee joint, Ann. Rheumat. Dis. 11: 
54 (Mar.) 1952. 
2242. Wiberg, G.: Back pain in relation to nerve supply of intervertebral disc, Acta orthop. 
Scandinav. 19: 211, 1949. 
2243. Wichelhausen, R. H., Brown, T. McP., Robinson, L. B., and Merchant, W. R.: 
Pleuropneumonia-like organisms and their possible significance in collagenous dis- 
eases, Ann. Rheumat. Dis. 10: 463 (Dec.) 1951. 
2244. Wiener, S.: The function of the adrenal cortex in rheumatic fever, Australian Ann. 
Med. 2: 103, 1953. 
2245. Wiesel, L. L., and Barritt, A. S., Jr.: Investigation of the synergistic action of cor- 
tisone and tetraethylthiuram disulfide (Antabuse), Brooklyn Hosp. J. 11: 121, 1953. 
2246. Wilder, R. M.: The arthritis program of the Public Health Service, Med. Ann. Dis- 
trict of Columbia 21: 656, 1952. 
2247. Wilens, S. L., and Glynn, J.: Hypertensive and nonhypertensive periarteritis nodosa, 
Arch. Int. Med. 88: 51 (July) 1951. 
2248. Wilhelm, W. F., and Tillisch, J. H.: Relation of sedimentation rate to age, M. Clin. 
North America 35: 1209 (July) 1951. 
\ 2249. Wilkinson, E. L., and Brown, H.: The effect of Butazolidin (phenylbutazone) on 
water and electrolyte excretion, Am. J. M. Sc. 220: 153 (Feb.) 1953. 
2250. Wilkinson, M. C.: Synovectomy and curettage in the treatment of tuberculosis of 
joints, J. Bone and Joint Surg. 35B: 209 (May) 1953. 
2251. Willcox, R. R., and Findlay, G. M.: Terramycin for nongonococcic urethritis and 
Reiter’s disease, Pub. Health Rep. 67: 196 (Feb.) 1952. 
2252. Williams, P. O.: The assessment of mobility in joints, Lancet 2: 169 (July 26) 1952. 
2253. Wilson, C. W., Wingfield, W. L., and Toone, E. C., Jr.: Vitamin D poisoning with 
metastatic calcification; report of a case and review of the mechanism of intoxica- 
tion, Am. J. Med. 14: 116 (Jan.) 1953. 
2254. Wilson, D.: The familial history of gout, Proc. Roy. Soc. Med. 44: 285 (Apr.) 1951. 


: 


2255S. 


2256. 
2257. 


2258. 


2259. 


2261. 
2262. 


2263. 


2264. 
2265. 


2266. 


Vol. 45, No. 6 


2260. 


2267. 


2268. 


RHEUMATISM AND ARTHRITIS 1207 


Wilson, D., Bishop, C., and Talbott, J. H.: A factorial experiment to test the effect of 
various types of diets on uric acid excretion of normal human subjects, J. Appl. 
Physiol. 4: 560 (Jan.) 1952. 

Wilson, G. D.: Treatment of fibrositis in the neck and shoulder with microthermy 
(radar), North Carolina M. J. 12: 19 (Jan.) 1951. 

Wilson, G. M.: Local circulatory changes associated with clubbing of the fingers and 
toes, Quart. J. Med. 21: 201 (Apr.) 1952. 

Wilson, H., Glyn, J., Scull, E., McEwen, C., and Ziff, M.: Rate of disappearance and 
metabolism of hydrocortisone and cortisone in the synovial cavity in rheumatoid ar- 
thritis, Proc. Soc. Exper. Biol. and Med. 83: 648 (July) 1953. 

Wilson, H. G.: Alcaptouuria: report of an additional case, M. J. Australia 1: 694 
(May 12) 1951. 

Wilson, J. N., and Ilfeld, F. W.: Manipulation of the herniated intervertebral disc, 
Am. J. Surg. 83: 173 (Feb.) 1952. 

Wilson, L. A.: Protein shock from intravenous ACTH, Lancet 2: 478 (Sept. 15) 1951. 

Wilson, M. G., and Helper, H. N.: Effect of pituitary adrenocorticotropic hormone 
(ACTH) in acute rheumatic carditis, J. A. M. A. 145: 133, 1951. 

Wilson, M. G., Helper, H. N., Lubschez, R., Hain, K., and Epstein, N.: Effect of 
short-term administration of corticotropin in active rheumatic carditis, Am. J. Dis. 
Child. 86: 131 (Aug.) 1953. 

Wilson, R., and Rowe, R.: Some special problems in the use of ACTH and cortisone 
therapy in children; a report of three cases, J. Pediat. 40: 164 (Feb.) 1952. 

Wilson, R. H.: Herniated intervertebral disks; a time and cost analysis of 100 cases, 
Indust. Med. and Surg. 20: 12 (Jan.) 1951. 

Winblad, S.: Studies on agglutination of sensitized sheep cells in rheumatic diseases ; 
agglutination titer after primary absorption of serum by sheep cells, Acta med. 
Scandinav. 142: 450 (Apr.) 1952. 

Winblad, S.: Studies on agglutination of sensitized sheep cells in rheumatic diseases ; 
on the nature of the agglutinating serum factor, Acta med. Scandinav. 142: 458 
(Apr.) 1952. 

Wingfield, W. L., Toone, F. C., Jr., Williams, J. P., and Becker, E.: Evaluation of 
certain new therapeutic measures in the management of rheumatoid arthritis, Vir- 


ginia M. Monthly 78: 539 (Oct.) 1951. 


. Winston, M. E.: Haemophilic arthropathy of the hip, J. Bone and Joint Surg. 34B: 


412, 1952. 

. Winter, C. A., and Flataker, L.: Effect of steroids upon resistance of skin to intra- 
cutaneous injection, Proc. Soc. Exper. Biol. and Med. 79: 312 (Feb.) 1952. 

. Winter, C. A., Hollings, H. L., and Stebbins, R. B.: The effect of androgenic hormones 
upon the adrenal atrophy produced by cortisone injections and upon the anti- 
inflammatory action of cortisone, Endocrinology 52: 123 (Feb.) 1953. 


. Winter, S.: Unilateral Heberden’s nodes in a case of hemiplegia, New York J. Med. 


52: 349 (Feb.) 1952. 


. Wise, G. N.: Ocular periarteritis nodosa; report of two cases, Arch. Ophth. 48: 1 


(July) 1952. 


. Wisenbaugh, P. E.: Effects of cortisone and ACTH on plasma protein electrophoretic 


patterns, Lab. Invest. 1: 332, 1952. 


. Withers, R. J. W.: The painful shoulder, Brit. M. J. 1: 40 (Jan. 5) 1952. 
. Witt, C. M., and Titterington, P. F.: Roentgen therapy in bursitis of the shoulder; 


an analysis of fifty cases using both deep and superficial techniques, J. Missouri 
M. A. 48: 870 (Nov.) 1951. 


. Wolbach, S. B., and Maddock, C. L.: Cortisone and matrix formation in experimental 


scorbutus and repair therefrom, with contributions to the pathology of experimental 
scorbutus, Arch. Path. 53: 54 (Jan.) 1952. 


4 
= 
2270 
227 
227 3 
aor 
2274 
2275 
- 
2 


1208 WILLIAM D. ROBINSON ET AL. December 1956 


2278. Wolff, G.: Death toll from rheumatic fever in childhood, J. A. M. A. 145: 719, 1951. 

2279. Wolfson, W. Q.: The three subtypes of pituitary adrenocorticotropin; basic physiology, 
quantitative human pharmacology, and medical usefulness of ACTH-corticotropin 
(“corticotropin, crude,” “U.S.P. corticotropin”), ACT X-corticotropin (“corticotro- 
pin, purified,” “corticotropin A,” “Type 1 purified ACTH”) and Actide-corticotropin 
(“corticotropin B”), Arch. Int. Med. 92: 108 (July) 1953. 

. Wolfson, W. Q., and Robinson, W. D.: A vascular disturbance as the local mechanism 
of the acute attack of gout: its rapid reversal by adequate treatment with ACTH, 
J. Lab. and Clin. Med. 38: 961, 1951. 

. Wolfson, W. Q., Robinson, W. D., and Duff, I. F.: The probability that increased se- 
cretion of oxysteroids does not fully explain improvement in certain systemic dis- 
eases during pregnancy, J. Michigan M. Soc. 50: 1019 (Sept.) 1951. 

. Wolman, B.: The use of oral cortisone in paediatrics, Brit. M. J. 2: 1246 (Nov. 24) 
1951. 

. Wood, F. G., and Wilkinson, M. C.: Tuberculosis of the hip joint in children; a tomo- 
graphic study, Brit. J. Radiol. 25: 437, 1952. 

. Woodburne, A. R., Moffatt, T. W., and Philpott, J. A., Jr.: Symposium on lupus 
erythematosus, Rocky Mountain M. J. 49: 340 (Apr.) 1952. 

. Woodmansey, A.: Thermal response in rheumatoid arthritis, Ann. Rheumat. Dis. 10: 
65 (Mar.) 1951. 

. Woods, A. C.: Clinical and experimental observation on the use of ACTH and cor- 
tisone in ocular inflammatory disease, Tr. Am. Ophth. Soc. 48: 259, 1950. 

. Woods, A. C., and Wood, R. M.: The effect of cortisone and ACTH on ocular inflam- ° 
mation secondary to the injection of irritant substances, Bull. Johns Hopkins Hosp. 
90: 134 (Feb.) 1952. 

. Woolley, E. J. S.: A case of Schonlein-Henoch (anaphylactoid) purpura treated with 
ACTH, Brit. M. J. 1: 259 (Feb. 2) 1952. 

. Woolsey, R. D., and Tsang, J. L. K.: A review of three hundred cases of protruded 
intervertebral discs treated surgically, J. Internat. Coll. Surgeons 18: 456 (Oct.) 
1952. 

. Woolsey, T. D.: Prevalence of arthritis and rheumatism in the United States, Pub. 
Health Rep. 67: 505 (June) 1952. 

. Worken, B., and Pearson, R. D.: Hematoxylin bodies associated with allergic angiitis 
in absence of lupus erythematosus, Arch. Path. 56: 293, 1953. 

. World Health Organization: Joint FAO/WHO expert committee on brucellosis; sec- 
ond report, World Health Organization Technical Report Series 67: 1 (May) 1953. 

. Wrete, M.: Experimental investigations regarding the amount of mucopolysaccharides 
in the tendons after prolonged muscular strain, Acta orthop. Scandinav. 20: 166, 
1950. 

. Wright, C. J. E.: Benign giant-cell synovioma; an investigation of 85 cases, Brit. J. 
Surg. 38: 257 (Jan.) 1951. 

. Wright, C. J. E.: Malignant synovioma, J. Path. and Bact. 64: 585, 1952. 

. Wyngaarden, J. B., and Stetten, D., Jr.: Uricolysis in normal man, J. Biol. Chem. 
203: 9 (July) 1953. 

. Yielding, K. L., and Rosano, C. L.: Effect of hyaluronidase on electrolytes (sodium 
and potassium) of dog synovial fluid, Proc. Soc. Exper. Biol. and Med. 78: 54 
(Oct.) 1951. 

. Young, C. T.: Differential diagnosis and treatment of the collagen diseases, J. Ar- 
kansas M. Soc. 48: 292 (May) 1952. 

. Young, D., and Rodstein, M.: Results of cortisone-corticotropin therapy in chronic 
active rheumatic fever, Arch. Int. Med. 90: 64 (July) 1952. 

. Young, D., and Rodstein, M.: Home care of rheumatic fever patients, J. A. M. A. 
152: 987, 1953. 


“ 
“ 


2301. 


2302. 


2303. 


2304. 


2305. 
2306. 


2319 


2320 
2321 


2322. 


2323 


Vol. 45, No. 6 RHEUMATISM AND ARTHRITIS 1209 


2307. 


2308. 


2309. 


2310. 


2311. 


2312. 


2313. 


2314. 


2315. 


2316. 


2317. 


2318. 


Young, H. H.: Non-neurological lesions simulating protruded intervertebral disk, 
J. A. M. A. 148: 1101, 1952. 

Young, H. H.: Additional lesions simulating protruded intervertebral disc, J. Internat. 
Coll. Surgeons 17: 831 (June) 1952. 

Young, J. H.: Rheumatoid (ankylosing) spondylitis: its early manifestations and early 
diagnosis, M. J. Australia 2: 761 (Dec. 8) 1951. 

Young, J. H., and Pearson, A. T.: The shoulder-hand syndrome, M. J. Australia 1: 
776 (June 7) 1952. 

Yourish, N.: Conjunctival tophi associated with gout, Arch. Ophth. 50: 370, 1953. 

Yu, T. F., and Gutman, A. B.: Mobilization of gouty tophi by protracted use of urico- 
suric agents, Am. J. Med. 11: 765 (Dec.) 1951. 

Yu, T. F., Sirota, J. H., and Gutman, A. B.: Effect of phenylbutazone on renal clear- 
ance of urate and other discrete renal functions in gouty subjects, J. Clin. Investiga- 
tion 32: 1121, 1953. 

Yu, T. F., Wasserman, L. R., Benedict, J. D., Bien, E. J., Gutman, A. B., and Stetten, 
D., Jr.: A simultaneous study of glycine-N” incorporation into uric acid and heme, 
and of Fe™ utilization, in a case of gout associated with polycythemia secondary to 
congenital heart disease, Am. J. Med. 15: 845, 1953. 

Zarafonetis, C. J. D.: Clinical use of para-aminobenzoic acid, Texas J. Med. 49: 666, 
1953. 

Zarafonetis, C. J. D., and Chandler, J. P.: Reducing substance in urine of patients 
treated with para-aminobenzoic acid, J. Lab. and Clin. Med. 37: 425 (Mar.) 1951. 

Zarafonetis, C. J. D., Steiger, W. A., Ginsberg, I. W., and Heather, A. J.: Treatment 
of rheumatoid arthritis with para-aminobenzoate and acetylsalicylic acid, Arch. Int. 
Med. 92: 204, 1953. 

Zeek, P. M.: Periarteritis nodosa; a critical review, Am. J. Clin. Path. 22: 777 
(Aug.) 1952. 

Zeek, P. M.: Periarteritis nodosa and other forms of necrotizing angiitis, New Eng- 
land J. Med. 248: 764, 1953. 

Zellman, H. E.: The incidence of positive serologic tests for syphilis in the collagen 
diseases, Am. J. Syph., Gonor. and Ven. Dis. 36: 163 (Mar.) 1952. 

Zentner, A. S.: Psychosomatic factors in a case of palindromic rheumatism, Bull. 
Menninger Clinic 17: 64 (Mar.) 1953. 

Ziegra, S. R., and Kuttner, A. G.: Reappearance of abnormal laboratory findings in 
rheumatic patients following withdrawal of ACTH or cortisone (with special ref- 
erence to the C-reactive protein), Am. J. M. Sc. 222: 516 (Nov.) 1951. 

Ziff, M., Kantor, T., Bien, E., and Smith, A.: Studies on the composition of the 
fibrinoid material in the subcutaneous nodule of rheumatoid arthritis, J. Clin. Inves- 
tigation 32: 1253 (Dec.) 1953. 

Ziff, M., Scull, E., Ford, D., McEwen, C., and Bunim, J. J.: Effects of intra-articular 
hydrocortisone acetate on the clinical course, aminotripeptidase activity and other 
changes in the synovial fluid in rheumatoid arthritis, Ann. Rheumat. Dis. 11: 301 
(Dec.) 1952. 

. Ziff, M., Scull, E., Ford, D., McEwen, C., and Bunim, J. J.: Effects in rheumatoid 
arthritis of hydrocortisone and cortisone injected intra-articularly, Arch. Int. Med. 
90: 774 (Dec.) 1952. 

. Zimdahl, W. T.: Rheumatic fever in young adults, Brit. Heart J. 14: 70 (Jan.) 1952. 

. Zimmer, F. E., and Hargraves, M. M.: The effect of blood coagulation on L.E. cell 
formation, Proc. Staff Meet., Mayo Clin. 27: 424 (Oct.) 1952. 

. Zimmerman, H. J., Walsh, J. R., and Heller, P.: Production of nucleophagocytosis by 
rabbit antileucocytic serum, Blood 8: 651, 1953. 

. Zoger, S.: Observations on the influence of cortisone on tissue response to injury, 


Yale J. Biol. and Med. 25: 202 (Dec.) 1952. 


| 
4 


1210 WILLIAM D. ROBINSON ET AL. December 1956 


2324. Zucker, G., and Marder, M. J.: Chazcot spine due to diabetic neuropathy, Am. J. Med. 
12: 118 (Jan.) 1952. 

2325. Zumoff, B.: Possible relationship of folic acid to uric acid metabolism as exemplified 
by a case of non-tropical sprue, Am. J. M. Sc. 225: 674 (June) 1953. 


Books, 1951-1953 


. Echtman, J.: The cure of rheumatoid arthritis and related conditions by physical medi- 
cine, 1951, Herald Square Press, Scottsdale, Pa. 

. Fletcher, E.: Medical disorders of the locomotor system including the rheumatic diseases, 
2nd Ed., 1951, The Williams and Wilkins Co., Baltimore. 

3. Holbrook, W.: Manual of rheumatic diseases: General practice manuals, 1952, Year 
Book Publishing Co., Chicago. 

. Hollander, J. L., Editor: Comroe’s arthritis and allied conditions, 5th Ed., 1953, Lea and 
Febiger, Philadelphia. 

. Law, W. A.: Osteoarthritis of the hip, with special reference to treatment by vitallium 
mold arthroplasty, 1952, Butterworth. 

. Lewin, P.: Arthritis and the rheumatic diseases, 1951, McGraw-Hill, New York. 

. Rantz, L. A.: The prevention of rheumatic fever, American Lecture Series Monograph, 
1952, Charles Thomas, Springfield, Ill. 

. Slocumb, C. H., Editor: Rheumatic diseases, based on proceedings of Seventh Inter- 
national Congress on Rheumatic Diseases, 1952, The W. B. Saunders Company, 
Philadelphia. 

. Steindler, A.: Post-graduate lectures on orthopedic diagnosis and indications. Vol. IV, 
Section A: Arthritis and diseases of muscles, bursae, tendons, and fasciae. Section B: 
Deficiency and degenerative diseases of the locomotor system, 1952, Charles Thomas, 
Springfield, Ill. 

. Sury, B.: Rheumatoid arthritis in children: a clinical study, 1952, Munksgaard, Copen- 
hagen. 

. Talbott, J. H.: Gout and gouty arthritis, Modern Medical Monograph, 1953, Grune & 
Stratton, New York. 

. Tarsy, J. M.: Pain syndromes and their treatment with special reference to shoulder-arm 
pain, 1953, Charles Thomas, Springfield, Illinois. 

3. Thomas, L., Editor: Rheumatic fever: a symposium, 1952, University of Minnesota 
Press. 

. Traut, E. F.: Rheumatic diseases: diagnosis and treatment, 1952, The C. V. Mosby Co., 
St. Louis, Mo. 


] 
1 
a 


CASE REPORTS 


COMA AFTER MILTOWN OVERDOSE * 


By Ricwarp CuHaret, M.D., F.A.C.P., BERNARD Britt, M.D., and 
Crpr1ano Extoso, M.D., Brooklyn, N. Y. 


THE anxiety states are so common that new sedative drugs are constantly 
being sought. Recently, the propanediol derivatives seemed to be among the 
most promising. The newest compound of this type is meprobamate ( Miltown) 
(2-methyl-2-N-propyl-1,3-propanediol dicarbamate). The chemical was first 
synthesized in 1950 by Ludwig and Piech.t. The pharmacology was first de- 
scribed by Berger.»* He demonstrated that it produces muscle relaxation and 
sedation through its action on the central nervous system by its inhibiting effect 
on the internuncial circuits. It is considered a practical, safe and clinically 
useful central nervous system depressant. 

Borrus* treated 67 patients with no ill effects. Selling,’ in treating 187 
patients, reported three cases of allergic reaction (fever, urticaria, fainting spell), 
five of gastric discomfort, and one of marked sleepiness after ingestion of 20 gm. 
over a period of one hour. He concluded that the drug may be considered 
comparatively non toxic. 

We wish to report a case of coma following the ingestion of 10 gm. of 
Miltown. 


CASE REPORT 


A 50 year old white female was admitted to the medical wards of Cumberland 
Hospital at 5 p.m. on January 12, 1956. She had been found unconscious in her 
room one hour previously. No friends or relatives were with the patient and so no 
history of the illness was immediately available. Physical examination revealed 
the following: Patient was in deep coma. Respirations were shallow, but 22 per 
minute. Lips were slightly cyanotic. Pupils were constricted and did not react 
to light. Corneal reflexes were absent. Patient was in complete areflexia. Blood 
pressure was 90/70 mm. of Hg; heart rate was 98/min. 

A tentative clinical diagnosis of barbiturate poisoning was made and the patient 
was placed in an oxygen tent and given caffeine sodium benzoate, gr. 74% intra- 
muscularly, procaine penicillin intramuscularly, 1,000 c.c. normal saline intra- 
venously, and picrotoxin. Picrotoxin, 2 c.c. (6 mg.), was given intravenously, 
followed by 2 c.c. (6 mg.) intramuscularly every 30 minutes. Patient was observed 
closely. Fifteen minutes after the administration of the intravenous picrotoxin the 
corneal reflexes reappeared and the blood pressure rose to 110/80 mm. of Hg. 
Thirty minutes after the intravenous picrotoxin and immediately prior to the first 
intramuscular injection the pupils reacted sluggishly to light, although the deep 
tendon reflexes were still absent. Thirty minutes later the patient had sluggish knee 


* Received for publication June 5, 1956. 

From the Department of Medicine, Cumberland Hospital, Brooklyn, N. Y. 

Requests for reprints should be addressed to Richard Charet, M.D., 77 Eastern Park- 
way, Brooklyn 38, New York. 
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jerks. After the fourth dose of picrotoxin (total of 8 c.c., or 12 mg.), the patient 
showed complete return of normal reflexes and made a complete recovery. 

History obtained from the patient revealed that she had taken 25 tablets of 
Miltown (total of 10 gm.) in a suicidal attempt on the morning of her illness. The 
medication had been prescribed in doses of one tablet (400 mg.) three times a day 
by her psychiatrist. He had treated her for involution psychosis, depressed type. 
She had received electric shock treatment one and one-half years before and had 
been on Miltown therapy for the past month. There was no allergic history, and 
no history of organic disease. 


It may be concluded that the state of coma was induced by the ingestion of 
10 gm. of Miltown. Communication with Dr. F. M. Berger reveals four cases, 
to his knowledge, of suicidal attempts with the drug: the first took 20 gm. 
within 24 hours, the result being marked sleepiness; the second ingested about 
40 gm., with no serious adverse effects; the third swallowed 10 gm. in an 
unsuccessful suicidal attempt (details of clinical course not available); the 
fourth, who ingested 9.6 gm., was semisomnolent but arousable. 

Miltown, a comparatively safe tranquilizing agent, rarely produces toxic 
reactions. However, in a susceptible individual the drug in moderately large 
doses may produce unconsciousness to the degree of coma. Picrotoxin, an 
analeptic, is a safe, efficient antidote. It is recommended that when Miltown 
is used in increasing doses the patient remain under observation by the physician, 
since only frequent examinations will enable him to detect a toxic effect of 
the drug. 


SUMMARY 


A case of coma following the ingestion of 10 gm. of Miltown is reported. 
The patient recovered following the use of picrotoxin, oxygen and fluids 
intravenously. 

ACKNOWLEDGMENT 
The authors wish to express their thanks to Dr. S. P. Bailey for his codperation. 


SUMMARIO IN INTERLINGUA 


Es reportate un caso de coma post ingestion de 10 g de Miltown (meprobamato). 
Iste droga es un derivato de propanediol e effectua relaxation muscular e sedation 
in consequentia de su action inhibitori super le circuitos internuncial in le systema 
nervose central. 

In un serie de casos previemente reportate, 67 patientes ingereva le droga sin 
effectos adverse. Un altere reporto de un serie de 187 patientes mentiona solmente 
tres casos de reactiones allergic (febre, urticaria, lipothymia), cinque casos de dis- 
conforto gastric, e un caso de marcate somnolentia post le ingestion de 20 g de 
Miltown in le curso de un periodo de un hora. 

Un feminina blanc de 50 annos de etate esseva admittite al hospital in coma e 
complete areflexia. Le tractamento consisteva de picrotoxina, oxygeno, e fluidos 
intravenose. Le patiente se restabliva completemente. Le historia del caso revelava 
que le patiente habeva ingerite le matino del mesme die 25 tablettas de Miltown (un 
total de 10 g) in un tentativa de suicidar se. Illa habeva essite sub tractamento 
psychiatric pro psychosis involutional del typo depressive. 

Miltown es un agente tranquillisante de comparativemente alte securitate e 
produce reactiones toxic in rar occasiones. In individuos susceptibile le droga in 
moderatemente grande doses pote producer inconscientia del grado de coma. Es 
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recommendabile que patientes qui recipe Miltown in dosages crescente remane sub 
observation medical, proque solmente frequente examines rende possibile le detection 
de effectos toxic del droga. 
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THE SYNDROME OF INTESTINAL CARCINOID, PULMONARY 
VALVULAR STENOSIS AND CUTANEOUS FLUSH * 


By G. Y. Mitts, M.D., Chicago, Illinois 


THE details of the comparatively new and, indeed, bizarre clinical entity of 
argentaffinoma, pulmonary stenosis and cutaneous flush are not well documented. 
Patients with this triad present a confusing picture, since the findings appear at 
present to be completely unrelated. Until recently the problems in diagnosis 
have, with few exceptions, continued to necropsy. Some evidence has been accu- 
mulated which suggests very strongly that the intestinal disease and cutaneous 
signs are related. The heart disease is not always overt and, when found to 
be a pulmonary stenosis, serves to link the three parts of this triad into a well 
defined disease. In some of the reports the manifestations of the heart disease 
were the presenting symptoms; in others, such as the one that we shall relate, 
it remained practically unsuspected. The disease thus serves as a link in medi- 
cine, of interest to the cardiologist as well as to the gastroenterologist. 

The present report is that of a prolonged illness with the classically inexora- 
ble course of a malignant disease; the findings at autopsy were those of pul- 
monary and tricuspid valvular endocarditis with pulmonary valvular stenosis, 
in addition to widespread metastases from a primary carcinoid of the ileum. 


CASE REPORT 


This patient was observed for the first time on November 5, 1949, at the age of 
52, because of a perinephric abscess. He was treated conservatively and improved 


* Received for publication February 6, 1956. 

From the Department of Medicine, Michael Reese Hospital, Chicago. 
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gradually. A history was elicited of periodic diarrhea and cramping abdominal pain 
dating back to 1938. He had been to several physicians but, because of no improve- 
ment, had sought aid elsewhere, and in 1940 was seen at a large clinic. There an 
examination revealed “masses in the hypogastrium,” and bilateral nephrolithiasis on 
excretory urography. Renal function was good. He was explored surgically and 
numerous carcinoids were found which apparently arose from the terminal ileum and 
which had invaded the mesentery and liver. Because the lesions were obstructive 
in nature, a resection with ileoileostomy was done. A gain in weight and relief of 
symptoms ensued. Previous surgery had included a hemorrhoidectomy in 1942, 
a right inguinal herniorrhaphy in 1946, and in 1949 excision of some small, “sus- 
picious” lesions from the lower lip, which proved to be inflammatory. He was last 
seen at that clinic in 1949, and it was noted then that the liver edge, which had been 
palpable and apparently increasing in size, was palpable 8 to 10 cm. below the costal 
margin, and that the edge of the spleen was just felt. The blood pressure was 130/80 
mm. Hg. Except for pyuria, other laboratory findings, the chest roentgenogram and 
blood count remained normal. Bromsulphalein retention (grade 1) was noted, 

During October, 1949, there was recurrence of abdominal pain and diarrhea. 
The pain was described as diffuse in the lower abdomen, cramping, recurrent, un- 
related to meals, and relieved to some degree by defecation of a foul-smelling, watery 
brown stool, together with much flatus. He was given Sorlate and multivitamins 
by his physician, but obtained little relief except that the character of the feces 
changed so that they were now mushy and slightly foamy. It was shortly afterward 
that he was seen because of a perinephric abscess. 

The positive physical findings were: pallor, emaciation, bilateral exophthalmos, a 
nodular hepatomegaly to the level of the iliac crest, a palpable spleen, and a remark- 
ably stenosed anorectal ring. During examination the patient developed a peculiar, 
blotchy erythema about the face and neck. Blood pressure was 130/80 mm. Hg. 
Fluoroscopy of the chest revealed the cardiac chambers and great vessels to be 
normal in contour and size. The hilar markings were exaggerated. In contrast 
to the left diaphragm, the right diaphragm was elevated and limited in motion. The 
patient was given parenteral and oral multivitamins, powdered opium when needed, 
Sorlate and, because of its anabolic effects, a course totaling 250 mg. of testosterone, 
which was attended by a weight gain of 10 pounds. 

During 1950 recurrences of watery diarrhea and abdominal pain became very 
severe and, in November of that year, almost uncontrollable. In December he de- 
veloped edema of the legs. It was not very responsive to mercurials and sodium 
restriction. At that time a soft systolic murmur maximal in the left fourth interspace 
was heard for the first time. He was found to have a moderately severe normocytic 
anemia and was given whole blood. This was of definite value, in that strength 
returned and the edema of the legs disappeared. A liver profile at that time showed 
little evidence of measurable hepatic insufficiency. X-ray studies demonstrated a 
remarkably rapid transit rate of barium through the small intestine—only 45 minutes 
were required for a column of barium to reach the midtransverse colon. In March, 
1951, the patient experienced severe painful tetany, which responded to calcium 
gluconate, vitamin D concentrate, and increased oral intake of calcium. In July, 
1951, he described for the first time a state characterized by rapid heart action, 
perspiration and a hot, blotchy flush. Each of these lasted about 10 minutes and 
then subsided. This occurred most frequently during or after meals but was also 
present on other occasions, such as at times of excitement and other provocative 
situations. When he was seen during one such episode the cutaneous changes were 
similar to those present at the first examination. The spontaneous flushing had been 
noted many times since the first visit. It was noted then, too, that the liver was more 
nodular. The diarrhea was aggravated by increasing dietary fat. 
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During the last few months of 1951 a series of abscesses appeared over the back, 
chest and abdomen from which diphtheroids were cultured. During the very cold 
winter of 1951-52 the patient was observed to be cyanotic outdoors, but of a peculiar 
grayish blue color. This completely disappeared with warming. Blood studies for 
abnormal proteins were nonrevealing. In May, 1952, hematuria was observed at 
the end of urination. After appropriate preliminary studies the patient was cysto- 
scoped, and a small, sharp faceted stone was removed from the bladder. This 
relieved the hematuria. In August, 1952, a series of episodes of chills began, and 
later of right lower quadrant pain. In September, 1952, he entered the hospital for 
the last time, exhausted, emaciated and very weak. The final event was a rapid 
onset of jaundice, with evidence of progressive hepatic and renal failure, and death. 

Autopsy: At autopsy there were massive metastases to the liver, mesenteric, 
hepatic and peripancreatic lymph nodes, with direct invasion of the pancreas. In 
the heart a healed endocarditis of the tricuspid and pulmonic valves was found with 
stenosis of the pulmonic orifice. An acute myocarditis was present. The exact 
description of the heart is quoted from the autopsy protocol: “The heart is of normal 
size, shape, and consistency. It weighs 300 gm. However, it seems that the right 
ventricle and the right auricle are slightly larger than usual. The right atrium is 
slightly to moderately dilated. The foramen ovale is closed. The tricuspid valve 
instead of being thin, delicate, and transparent, shows diffuse thickening along the 
free edge and the line of closure. In one area the free edge appears rolled. In an- 
other area a small bluish cystic structure filled with a slightly hemorrhagic material 
can be made out. It measures from 1.5 to 2 mm. in diameter. There are no verrucae 
or vegetations along this valve, either on the ventricular or on the auricular surface. 
The chordae tendineae are shortened, thickened and some of them are fused together. 
The papillary muscles are slightly flattened. The right ventricle is moderately dilated 
and measures 0.4 cm. at the tricuspid valve, pulmonic valve, and lateral wall. The 
subepicardial fat tissue is not very abundant and does not appear to infiltrate the 
underlying myocardium. The pulmonic valve instead of being thin, delicate, and 
transparent seems to have been eroded. Almost half to two-thirds of the valve is 
absent. The remainder of the valve is much thicker than usual, it is yellowish in 
color and in areas it appears rolled up. There is also evidence of subcommissural 
fusion. The entire valve gives the appearance of being shrunken and the pulmonic 
orifice subsequently appears stenotic. It admits one finger and measures only 5.5 
cm. in circumference. The pulmonic artery proper shows very minimal athero- 
sclerosis. In contradistinction to the right side, the left side of the heart shows 
very minimal and almost insignificant changes. The left atrium is very slightly 
dilated: there is also slight subendocardial fibrosis. The mitral valve shows slight 
atherosclerotic thickening along the line of closure. There is however no evidence 
of endocarditis, recent or old. The chordae tendineae are slightly thickened but 
neither shortened nor fused. The papillary muscles are flattened. The aortic valve 
is thin, delicate, and transparent, except for slight atherosclerotic thickening at the 
base of the cusps. The coronary ostia are not narrowed. The aorta and the cor- 
onary arteries show very minimal arteriosclerosis and atheromatosis.” 

Microscopically there were moderate cloudy swelling and disjunction of the 
muscle fibers, The interstitial tissue was fibrotic and edematous. This was true 
mainly in the perivascular spaces. It contained, in addition, a good number of 
histiocytes, and some fibroblasts, granulocytes and red blood corpuscles. The endo- 
cardium was somewhat thickened. The epicardium was thin. The intracardiac 
arteries and arterioles showed minimal intimal thickening. Several sections of the 
heart valves showed marked thickening, hyalinization and vascularization of the 
valves. In addition, calcific foci were seen. 
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DIscuSSION 


The earliest descriptions of this syndrome were made independently by 
Cassidy * and by Scholte.* Cassidy’s patient was reported as a case of abdomi- 
nal carcinomatosis with probable adrenal involvement. His patient had flushing 
of the face, recurrent diarrhea, palpitation, dyspnea, and an epigastric tumor 
associated with a large mass in the pelvis which was also palpated rectally. 
There was a loud, blowing systolic murmur, heard best in the fourth intercostal 
space. Dilated venules were present over the nose and cheeks. As in our 
patient, the phenomenal flushing was exaggerated during emotion, and either 
during or shortly after meals. Cassidy’s patient came to necropsy and, in an- 
other report,* he indicated that, in addition to regional and distant metastases, 
the heart showed a “well marked stenosis of the pulmonary valve.” The original 
tumor was thought to be a carcinoma of the prostate. 

Scholte’s patient was known to have had telangiectases about the face since 
youth, and developed diarrhea and symptoms referable to the heart years before 
death. His patient had an enlarged heart with abnormal murmurs, and died 
in congestive heart failure. At necropsy there were carcinoid tumors of the 
small intestine with extensive metastases, and a chronic endocarditis of the 
tricuspid and pulmonic valves with pulmonic stenosis and endocardial thickening 
in the right atrium. The skin lesions were said to be telangiectatic angioma. 

The first reference to this disease in the American literature is that of 
Bjérck, Axen and Thorson in 1952. Their patient was also a male who had 
a reddish blue cyanosis over the body, most marked on the face and trunk. In 
addition, there were dyspnea at rest, ankle edema, and a brownish, scaly thick- 
ening of the skin on the extensor surface of the forearms. Under stress the 
cyanosis was noted to have changed evanescently into a vermilion color, par- 
ticularly over the chest and abdomen. Postmortem examination revealed a 
tumor in the middle of the small intestine with a marked hepatomegaly in which 
the liver was filled with large yellow metastases. There was stenosis of the 
pulmonary valve, but no signs of endocarditis. The tricuspid valve was thick- 
ened. Bjérck et al. also observed a patient with the intestinal and cardiac find- 
ings but without flush. They related briefly an observation of Waldenstrom, 
who had seen a patient with intestinal carcinoid and vasomotor symptoms but 
with no heart disease. 

In 1953 Rosenbaum et al.° reported two cases with profound telangiectases 
about the face, abdomen and upper extremities, who developed congestive heart 
failure and at autopsy had pulmonary and tricuspid valvular stenosis. One had 
a carcinoid of the ileum and the other had an adenocarcinoma of the bile ducts. 
Both had extensive hepatic metastases. 

Isler and Hedinger * reported three cases; in each there were cyanosis and 
cardiac murmur, and at autopsy carcinoid tumors of the small intestine with 
hepatic metastases, pulmonary stenosis and tricuspid valvular endocarditis. 
Ljung’s* report in 1953 dealt with a male who had an intense red discoloration 
of the face which at first occurred only periodically but toward the end of his 
life was almost constant. He found carcinoid tumors in the intestine with 
hepatic metastases. Hedinger and Gloor* were more specific in their report 
in 1954, and precisely defined a triad of abdomiual, cardiovascular and cutaneous 
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findings. In their most recent report Thorson, Bjorck, Bjorkman and Walden- 
str6m ® described two more definite cases and discussed others, some of which 
had been proved. 

It is notable that in the few cases reported there appear to be certain dis- 
crepancies regarding the presence or absence of cyanosis, telangiectases, and 
distribution of red discoloration. Any combination of these signs may be seen. 
Variations in gastrointestinal symptoms and signs are noted, and extend from 
a totally unsuspected or minimal disease to a clinically dominant complex. 

Our patient’s intestinal complaints and findings almost completely dominated 
the syndrome and formed the most significant part of the triad. He was not 
a cardiovascular cripple, as contrasted with the patient reported by Bjdérck.* 
Our patient did not present persistent cyanosis nor did the red discoloration 
appear on the arms and breast. Thus the entity varies as to the severity of 
each part of the triad. 

Carcinoid tumors occur most commonly in the appendix and frequently in 
the small intestine. The growth consists of masses of spheroidal cells with a 
vacuolated or granular cytoplasm. The cells are rich in lipoid material, which 
gives the tumor a yellow coloration. The tumor is considered to be an endo- 
crine system tumor arising from Kultschitsky’s cells of the chromaffin system 
of the intestinal mucosa. These cells stain intensely by silver impregnation, 
and the tumor is thus termed an argentaffinoma. Carcinoid tumors of the small 
intestine are frequently multiple and may produce obstruction. Of the ap- 
proximately 25% which metastasize, the spread is to regional lymph nodes 
and liver. This tendency is seen uncommonly in carcinoid of the appendix. 
It is therefore understandable that the intestinal symptoms have varied in the 
few reports of the syndrome. However, the flushing, which is discussed later, 
does not seem to vary directly with the extent of the carcinoid. It occurs only 
if the carcinoid is present. There is no quantitative relationship. 

Periodic blotchy flushing of the skin was a consistent sign. The distribu- 
tion varied in certain respects, in that our patient neither displayed flushing nor 
reported having had it on any part of the body other than the face and neck. 
The usual events of the flush occurred with excitement or in relation to meals, 
either at the end of a meal or shortly after it was completed. A sensation of 
warmth was quickly followed by areas of redness, frequently starting on the 
neck and extending to the face and forehead. The reddened areas quickly 
defined themselves as blotchy, elevated, almost urticarial appearing lesions of 
irregular shape. There was no evidence of pallor in the elevations, and no 
pruritus. The areas of redness were warmer than the surrounding nonflushed 
skin. Beads of perspiration could be seen about the face. At times the flush 
coalesced. After a short period of time it could be seen to disappear, leaving 
no residue. Blotchy flushing is occasionally seen in young individuals, espe- 
cially “teen age” females, who exhibit this change—which is in sharp contrast 
to the so-called blush—during physical examination. The flush is to be dif- 
ferentiated from that seen in anger. Here it is diffuse and definitely not blotchy. 
The alcoholic flush is also diffuse but of longer duration. The flush has been 
a consistent sign in patients reported previously. Waldenstrom is quoted as 
having categorically stated that the presence of the flush was an absolute indi- 
cation of the presence of carcinoid tumors.® 
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Perhaps the earliest indication of a mechanism for the production of the 
flush, etc., relates itself to the classic experiments of Vialli and Erspamer.’® 
They were able to isolate a substance from the rabbit gastric mucosa and spleen 
and provisionally identify it as a polyphenolic amine. It was later shown to 
be a 5-hydroxy indole base combined with equimolar parts of creatinine and 
sulfuric acid.‘ ?* Because of its origin from the enterochromaffin (argento- 
phile) cells of the gastrointestinal tract, Erspamer called it “enteramine.” It 
may be extracted from normal intestinal mucosa but is recovered in increased 
quantity from carcinoma tissue and in maximal amounts from argentaffinoma. 
Enteramine is then a specific secretion of the enterochromaffin cells of the 
gastrointestinal tract. Serotonin has been shown to be circulating enteramine, 
and has been isolated in a pure state by Rapport, Green and Page.*****  Subse- 
quently this substance was conclusively identified as 5-hydroxy tryptamine by 
Rapport, and synthesized as such by Hamlin and Fischer.** 

It has been demonstrated that protein extracts of lung can actively destroy 
serotonin.* Blaschko suggested that enzymatic degradation of 5-hydroxy trypt- 
amine may be due to amine oxidase. More recently, Gaddum indicated that 
some substances which, like 5-hydroxy tryptamine, contain an indole nucleus, 
compete with 5-hydroxy tryptamine for the same tissue receptors and prevent 
its action.* Apparently the most potent of these is lysergic acid diethylamide, 
which has a remarkably antagonistic action to 5-hydroxy tryptamine. It is 
further known that 5-hydroxy tryptamine is converted by liver and excreted 
in the urine as 5-hydroxy indole-acetic acid. 

Erspamer ** found the serotonin content of serum to be inconstant, conform- 
ing to a pattern of greater concentration in younger persons. Reid and Rand * 
showed that a rise in both the pulmonarv arterial and the systemic arterial 
pressures could be elicited by intravenous injection of incompletely purified 
serotonin. They also elicited a rise in pulmonary arterial and right ventricular 
pressure on injection of 5-hydroxy tryptamine. This rise was produced in cats 
by either intravenous or right atrial injection, and the effect was not abolished 
by vagotomy. Comroe** obtained similar results. Injection of 5-hydroxy 
tryptamine into the left ventricle did not cause a rise in right ventricular pres- 
sure, although bradycardia and apnea occurred; nor was there a decrease in 
filling or output in the left ventricle. Page and McCubbin*® suggested that 
serotonin may be a naturally occurring vasodilator compound with a remark- 
able ability to regulate peripheral neurogenic vasomotor tone. Reid and Rand *° 
injected 5-hydroxy tryptamine intradermally and obtained a red, often mor- 
billiform reaction without itching or whealing at the site of the injection. 
5-hydroxy tryptamine has a pronounced effect on intestinal motility. In ani- 
mals subjected to deep anesthesia, exhibition of this substance may cause 
evacuation of the bowels and noticeably increased peristaltic activity. This 
substance therefore acts as a whip to the intestine, not only by increasing peri- 
stalsis, but also by liberating additional amounts of a substance which causes a 
periodic flush and which is then a manifestation of vasodilation. Since vagotomy 
and the use of vagolytic drugs do not affect either the peristalsis or the flush, 
the inability of the lung to destroy this material may have importance. It is 
suggested, then, that the lung is unable to handle the excessive amounts of 
5-hydroxy tryptamine. Attention must be given to the frequent occurrence of 
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flushing as related to meals. In our patient it was thought to represent, among 
other signs and symptoms, a feature of the dumping syndrome. Whether this 
means primary vagal stimulation or liberation of 5-hydroxy tryptamine from 
the jejunal mucosa is uncertain. Nevertheless, it is significant because our 
patient was definitely able to relate such occurrence to meals as well as to 
emotional upheaval. 

When flushing occurred in relation to meals, there were invariably associated 
weakness, perspiration and tachycardia. The intermittency of skin changes 
may be explained by the sudden increased liberation of enteramine from the 
tumor and fading by detoxification. 

Liberation of 5-hydroxy tryptamine is probably a continuous process, with 
additional amounts being occasionally put into the circulation in quantities that 
are apparently beyond the threshold for handling this substance. 

The presence of pulmonary and tricuspid valvular endocarditis with pul- 
monary valvular stenosis was completely unsuspected in the absence of neck and 
liver signs, cyanosis, significant murmurs, thrill and abnormal fluoroscopic find- 
ings. Pulmonary stenosis with closed septa is cyanotic, but the cyanosis appears 
only with right heart failure. This patient had never been in failure and there- 
fore cyanosis was not noted. In other reports reddish blue cyanosis was a 
striking feature of the disease. Though peripheral edema was seen in our 
patient, the episodes of edema were rapidly cleared after infusion of whole blood 
and plasma. It will be recalled that cyanosis was present late and only in cold 
temperatures, and disappeared with warming. It was therefore peripheral 
cyanosis. No murmurs were heard for at least a year after our observations 
began, and then they gradually increased in intensity so that at the end of life 
the systolic murmur was moderately loud. No thrills were palpated. The 
changes in the pulmonary valve were unlike those seen in congenital pulmonary 
valvular stenosis, either as a part of another congenital cardiopathy or as an 
isolated disease, though isolated pulmonary stenosis without associated ven- 
tricular septal defect is not rare. Rheumatic fever may affect the pulmonary 
valve in the acute phase of the disease, but it rarely leaves any deformity. 
There is no evidence for either acute or subacute bacterial endocarditis. Thus 
it appears that the valvular changes are bizarre and acquired. The patient re- 
ported by Bjorck et al.* was the youngest of any reported in the available litera- 
ture. His patient had symptoms for many years which may have antedated 
the intestinal lesion. It is well established that carcinoid does not ordinarily 
lead to a rapid demise. More characteristically, there is a slow course. At 
first there may be no clues to the presence of the tumor, for only when symptoms 
appear are they investigated and a diagnosis made. A congenital valvular lesion 
would probably have manifested itself long before. Though unlikely, an ac- 
quired lesion due to another cause may have produced symptoms earlier and 
actually have been reported in such a time sequence. The murmur takes time 
to develop and in our patient it occurred late. It was heard loudest in the 
fourth intercostal space, and was unaccompanied by a thrill. Signs suggestive 
of tricuspid disease were not elicited. Fluoroscopic examination did not reveal 
chamber changes or pulmonary vascular alterations. One would expect to see 
these if the pulmonary stenosis was complication by heart failure. 

For our purposes the selective activity of 5-hydroxy tryptamine for measur- 
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able alterations in dynamics concerns itself chiefly with the right heart. Be- 
cause the valve changes are of such a remarkably different character than those 
seen in congenital pulmonary valvular disease, rheumatic fever or bacterial 
endocarditis, it appears that they are secondary to an unusual action of 5- 
hydroxy tryptamine. 

It is suggested that a specific tissue response of vascular endothelium, par- 
ticularly in the chambers of the right heart, plus alterations in pressure due 
to 5-hydroxy tryptamine, are probably involved in the pathogenesis of the 
valvular disease after the intestinal lesion is well developed. 

We have thus been confronted by a serious though uncommon disease with 
numerous facets. hile admittedly the carcinoids may remain unsuspected 
until prominent gastrointestinal symptoms occur, it is within the realm of 
clinical suspicion to look for such lesions when there is an associated charac- 
teristic flush. The patient may not present overt evidence of pulmonary or 
tricuspid valvular disease. On the other hand, in those instances in which the 
dominant feature of the triad is the heart disease, evidence of blotchy flushing 
with or without intestinal complaints may be the earliest clue. 

The disease is thus a well defined triad of argentaffinoma, pulmonary and 
tricuspid valvular endocarditis with pulmonary stenosis, and a characteristic 
blotchy flush. It is felt that the carcinoid precedes the appearance of the other 
features of the disease. 

CONCLUSIONS 


1. A triad exists of intestinal carcinoid, pulmonary and tricuspid valvular 
endocarditis with pulmonary stenosis, and a blotchy flush. 


2. The presenting symptoms may be either intestinal or cardiovascular. 
3. A characteristic blotchy flushing is the most easily recognized feature of 


this disease. 
4. The liberation of 5-hydroxy tryptamine from the tumor is suggested as 


the etiologic agent for the endocarditis and flush. 


SUMMARIO IN INTERLINGUA 


Es presentate un caso in que le principal constatationes clinic esseva carcinoide, 
rubescentia cutanee, e stenosis pulmono-valvular. Tumores carcinoide se origina in 
le cellulas de Kultschitzky del systema chromaffin del mucosa intestinal. Illos es 
frequentemente appellate argentaffinoma a causa de lor intense coloration per le im- 
pregnation de argento. In tal casos, accessos de rubescentia del facie e del collo 
occurre le plus frequentemente al tempore del repastos e sub excitation emotional. 
Iste rubescentia pote durar variabile periodos de tempore e dispare spontaneemente. 

Morbo pulmono-valvular pote esser non-suspicite in le absentia de associate symp- 
tomas cardiovascular. Cyanosis es usualmente un characteristica frappante del morbo. 
Le alterationes valvular in le presente patiente differeva ab illos observate in omne 
altere morbo valvular. 

Es cognoscite que le tumor emana 5-hydroxy-tryptamina, que es identic con sero- 
tonina. Hyperserotoninemia produce un augmento del pressiones pulmono-arterial e 
dextero-ventricular, acceleration del activitate peristaltic intestinal, e accessos de 
rubescentia. Es exprimite le opinion que un specific historesponsa del endothelio 
vascular, specialmente in le cameras del corde dextere, insimul con alterationes del 
pression effectuate per serotonina, es implicate in le pathogenese del lesiones cardiac 
de iste syndrome. 
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HODGKIN’S SARCOMA SIMULATING 
VENTRICULAR ANEURYSM * 


By O. CHartes D, Toor and JAMEs F. HAMMARSTEN, 
Oklahoma City, Oklahoma 


AccorDING to a number of reported autopsy series, infiltration of the myo- 
cardium by nests of malignant cells is not rare in Hodgkin’s sarcoma, nor are 
small nodules on the pericardium.t However, large tumor nodules involving 
the heart are uncommon. Rottino and Hoffmann * reviewed the world literature 
in 1952 and were able to find only five cases of tumor involvement of the heart 
in Hodgkin’s disease, and they reported a sixth case. All of these cases showed 
a tumor mass in the right auricle, usually occluding the orifice of the inferior 


vena cava. 
The present case appears to be unique in that the massive tumor involved 


Fic. 1. Chest roentgenogram showing the similarity of the tumor to a ventricular aneurysm. 


* Received for publication August 3, 1955. 

From the Departments of Medicine and Pathology, University of Oklahoma School 
of Medicine, and the Veterans Administration Hospital, Oklahoma City, Oklahoma. 

Requests for reprints should be addressed to James F. Hammarsten, M.D., Chief, 
Medical Service, Veterans Administration Hospital, 921 Northeast Thirteenth Street, 
Oklahoma City, Oklahoma. 
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all chambers except the right auricle, and showed roentgenographic findings 
suggesting ventricular aneurysm. 


Case REPoRT 


A 63 year old white male auto mechanic was admitted to the Oklahoma City 
Veterans Administration Hospital on February 7, 1955, complaining of pain in the 
right upper quadrant of the abdomen for two months. Three years previously he 
had had an abdominal operation at another hospital for “cancer of the stomach”; 
apparently a portion of the stomach and the gall-bladder had been removed. Review 
of the tissue slides from that hospital, however, revealed only chronic inflammatory 
changes, Eighteen months before admission he developed postprandial vomiting. 
Two months before admission he became jaundiced and developed constant, severe 
pain in the right upper quadrant of the abdomen which radiated to the mid-back. 


Fic. 2. Electrocardiogram, including posterior chest leads. Note the diffuse, primary 
T-wave changes without any QRS or ST abnormalities. 
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Fic. 3. The size and appearance of the tumor of the heart are shown in this photograph 
The pericardium has been opened. 


Pedal edema also appeared at that time. He was seen by a physician who stated 
that the patient had an enlarged heart. He became progressively more ill, with 
anorexia, weight loss and a cloudy sensorium. 

Physical examination revealed a poorly nourished, jaundiced white male with 
evidence of weight loss and a cloudy sensorium. Vital signs were not remarkable. 
The skin, sclerae and mucous membranes were deeply jaundiced. Pitting edema of 
the lower legs and feet was noted. The lungs were clear. The heart appeared 
enlarged, the left border measuring 12 cm. to the left of the midsternal line in the 
fifth intercostal space. No heart murmurs were heard. No unusual pulsations were 
observed. A healed transverse scar was present in the upper abdomen. The liver 
was palpated 6 cm. below the right costal margin and was tender. 

Laboratory data revealed an initial hemoglobin of 9.9 gm. per 100 ml., with a 
hematocrit of 32%. The sedimentation rate was 30 mm./hour. White blood count 
was 5,700 cells/cu. mm., of which 83% were polymorphonuclear leukocytes and 17% 
lymphocytes. VDRL was negative. Blood nonprotein nitrogen was 35 mg.%. 
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Fic. 4. Cross section of the heart showing involvement of the ventricles, particularly the left. 


Liver function studies revealed an alkaline phosphatase of 31 Bodansky units, a van 
den Bergh of 6.2 mg.%, of which 4 mg.% was direct, and a thymol turbidity of 1.5 
units. Urinalysis revealed a 1 plus albuminuria, and the urine was positive for 
bilirubin. 

X-ray examination of the chest, including fluoroscopy, showed a marked con- 
vexity in the posterior wall of the left ventricle (figure 1) suggesting a ventricular 
aneurysm. Radiographs of the abdomen revealed evidence of ascites. Skeletal 
survey failed to reveal evidences of metastases. Barium study of the gastrointestinal 
tract disclosed only a subtotal gastric resection. 

An electrocardiogram revealed generalized, nonspecific T-wave inversions 
(figure 2). 

On admission it was felt that the patient had obstructive jaundice, and he was 
scheduled for laparotomy. However, when the ventricular aneurysm was suspected, 
the operation was canceled and a medical consultation was requested. The medical 
consultant suggested the diagnosis of tumor involvement of the myocardium ante 
mortem because of the negative cardiac history and absence of QRS and ST segment 
changes on the electrocardiogram. The patient died suddenly on the fourteenth 
hospital day. 

Autopsy Findings: When the pericardium was opened a large tumor mass was 
seen overlying the left ventricle, measuring 8 by 10 cm. (figure 3). The heart and 
tumor mass together weighed 510 gm. The mass involved the wall of the left ven- 
tricle and the right ventricle also. The left atrium was involved in the mass but not 
the right atrium. Most of the wall of the left ventricle was replaced by the mass; 
the right ventricular wall, although involved, was still recognizable as such (figure 
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Fic. 5. Photomicrograph of a section of heart showing border of tumor and myocardium, 
with infiltration also of the latter. 


4). When the heart was opened it was seen that the inner surface of the chambers 
and the valves did not appear unusual. 

The liver weighed 2,950 gm.; no tumor involvement of this organ was noted. 
The wall of the gall-bladder was involved by tumor. The pancreas was markedly 
involved, and the extrahepatic bile ducts were surrounded by tumor mass. In addi- 
tion, there was minor involvement of right kidney and the spleen. 

Microscopic examination revealed the heart muscle to be diffusely infiltrated 
with small tumor cells having dark, round nuclei (figure 5). These tumor cells 
were also seen in the splenic capsule and, in addition, giant cells of the Reed-Stern- 
berg type, compatible with Hodgkin’s sarcoma (figure 6). This picture was also 
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Fic. 6. Photomicrograph of a section of tumor mass demonstrating several 
Sternberg-Reed cells. 


seen in the pancreas and kidneys, as well as in tumor nodules taken from many other 
areas. 
DiscussION 
This case presents several interesting features not heretofore described. 
Outstanding among these is the close radiologic resemblance of the cardiac 
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lesion to a posterior ventricular aneurysm. It is of interest in this regard that 
no history of previous myocardial infarction was obtained, and, although primary 
T-wave changes were noted on the electrocardiogram, no ST segment shifts or 
ORS changes were seen. It is surprising that no clinical symptoms occurred 
with the massive cardiac involvement. This absence of clinical symptoms with 
lymphomatous involvement of the heart was also noted by Nabarro* and by 
Chevallier et al. in discussing diffuse lymphomatous infiltration of the heart. 
Nabarro stated, however, that when such manifestations are present the most 
common syndrome is intractable heart failure. Low voltage and conduction 
disturbances on the electrocardiogram have been reported in some cases of 
diffuse lymphomatous infiltration; our patient showed only diffuse, nonspecific 
T-wave changes. 


SUMMARY 


1. A case has been presented of massive tumor involvement of the. myo- 
cardium with Hodgkin’s sarcoma simulating ventricular aneurysm roentgeno- 
graphically. 

2. In such a case, the diagnosis of tumor involvement of the heart might be 
suspected antemortem by virtue of a negative cardiac history and absence of 
expected electrocardiographic findings of previous infarction or ventricular 
aneurysm. 


SUMMARIO IN INTERLINGUA 


Ben que le invasion del pericardio e del corde ha essite reportate in sarcoma de 
Hodgkin, solmente sex occurrentias de massive tumores del myccardio causate per 
iste morbo es a trovar in le litteratura. Es presentate un caso singular in que le 
massive tumor simulava sub fluoroscopia un aneurysma ventricular. Le patiente 
esseva un masculo blanc de 63 annos de etate. Ille esseva admittite al hospital con 
dolores abdominal, vomito, jalnessa, e edema. Le examine pliysic monstrava allarga- 
mento del corde e del hepate. Fluoroscopia del corde revelava marcate convexitate 
del pariete posterior del ventriculo sinistre. Isto suggereva le presentia de aneurysma 
ventricular. Le electrocardiogramma exhibiva solmente generalisate e non-specific 
inversiones de unda T. 

Le necropsia revelava un grande massa tumoric que implicava le myocardio de 
ambe ventriculos e le atrio sinistre. Le examine microscopic monstrava que le 
tumor esseva un sarcoma de Hodgkin. 

Le diagnose de un implication tumoric del corde esseva suspicite ante morte a 
causa del negative historia cardiac e del absentia del constatationes electrocardio- 
graphic a expectar in casos de previe infarcimentos o de aneurysmas ventricular. 
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SYMPATHICOBLASTOMA: REPORT OF A CASE IN AN ADULT, 
WITH A DISCUSSION OF THE PATHOGENESIS OF 
CEREBRAL METASTASES * 


By Joun A. Di Fiore, M.D., New York, N. Y. 


SYMPATHICOBLASTOMA is a highly malignant tumor arising from sympa- 
thetic nerve tissues; relatively rare, it is yet one of the most frequently observed 
abdominal tumors in children under the age of four years.‘ Its occurrence in 
an adult is indeed a rarity, and it is for this reason that the following case is 
presented. In addition, the primary site finally disclosed at autopsy proved 
to be most interesting. 

Sympathicoblastomas are known to arise most frequently from the adrenal 
medulla; however, they may take origin from other sympathetic tissues, such 
as in the paraganglionic tissue adjacent to the adrenals, in the retroperitoneal 
and retropleural spaces, at the root of the lungs, from the organs of Zuckerkandl 
near the bifurcation of the iliac arteries, and from the superior cervical ganglion. 


CasE REPORT 


A 52 year old male was admitted to St. Vincent’s Hospital on September 5, 1951, 
after having had a convulsion and impairment of speech. It was later learned that 
for a fortnight he had been complaining of headaches and that his speech had been 
intermittently incoherent. On the night of admission he became rather restless, 
moved all the furniture about the house, had a convulsion, and was unconscious for 
about an hour. On examination he was conscious but dysphasic, and had evidence 
of right-sided weakness and a bilateral Babinski’s sign. A routine chest plate was 
reported as negative. Lumbar puncture revealed a pressure of 162 mm. of water, 
and the cerebrospinal fluid showed three cells; protein was 91 mg.%. An electro- 
encephalogram showed severe diffuse dysfunction (mixed slow type), with greater 
disorder of the left temporocentral region and of the right anterior temporal region. 
Ventriculogram and operation were performed on September 14, and in the process 
a large left frontal cyst containing xanthochromic fluid was entered. Adjacent to it 
a lot of necrotic tissue as well as neoplasm was removed which histologically looked 
like malignant glioblastoma. 

The patient made a favorable recovery, regained his speech and was discharged 
to his home on September 21, 1951. He was placed on anticonvulsive medication 
and subsequently started to vomit. Because of the vomiting and odd behavior at 
home he was rehospitalized. He was confused and disoriented. There was a 
fluctuant mass at the site of the previous surgical incision over the forehead and 
bilateral papilledema. There was no Babinski’s sign, and the ankle jerks were absent. 
On the twelfth hospital day of his second admission an x-ray of the chest showed a 
large, cannon-ball type lesion of the left lung (figure 1). He subsequently became 
euphoric, more confused and disoriented, and went rapidly downhill. He died on 
November 24, 1951, about 10 weeks postoperatively. 

Autopsy revealed a circumscribed mass about 5 cm. in diameter in the left lower 
lobe of the lung extending across the fissure of the left upper lobe. The liver was 
involved, with a few small metastatic solid gray nodules, the largest 1 cm. in diameter. 


* Received for publication July 22, 1955. 
From The Medical Division, St. Vincent’s Hospital, New York, N. Y. 
Requests for reprints should be addressed to John A. Di Fiore, M.D., 11 Fifth Ave., 


New York 3, N. Y. 
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Fic. 1. “Cannon-ball” metastatic lesion in upper left lung field. 


The head of the pancreas was enlarged and firm. A large tumor mass occupied the 
whole head of the pancreas, and many mesenteric nodes were replaced by tumor. 
The body of the pancreas was free of tumor. In the left adrenal gland was a small, 
discrete tumor 1 cm. in diameter, growing centrifugally and having the characteristics 
of a metastatic lesion rather than of a primary lesion. The brain showed a soft, 
mushy gray growth 5 cm. in diameter in the left frontal lobe extending into the 
parietal lobe. There were similar growths in the occipital lobe and also one in the 
left cerebellum. 

The histology of the various tumors was identical. The cells were small, con- 
taining very little cytoplasm and mostly all nucleus, with a tendency to be arranged in 
whorls and grouped around blood vessels (figure 2). The histologic diagnosis was 
sympathicoblastoma, with its primary site of origin in the pancreas. 


DISCUSSION 


In all probability this tumor started in sympathetic nerve tissue in the retro- 
peritoneal area contiguous to the pancreas, with invasion and growth within 
the pancreas. This remained dormant, and the first sign of the disease was 
related to the cerebral metastasis. 
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PATHOGENESIS OF METASTATIC TUMORS OF THE BRAIN 
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Fic. 3. 


The most common pathway for metas.ases to reach the cranial cavity is 
from the lung via the blood stream, and either primary or secondary pulmonary 
lesions will be found in at least 80% of cases that come to autopsy with meta- 
static intracranial tumor. In spite of the fact that the lung is so frequently 
involved, x-ray demonstration of the pulmonary lesion may be difficult or im- 
possible. In a group of cases with verified pulmonary lesions, 35% were re- 
ported as negative from roentgenologic study.’ 

It is interesting to note that in a series of 30 cases * comprising metastatic 
brain tumors, the length of survival varied with the site of the primary tumor. 
Of five cases originating in the kidney, three survived beyond 24 months. Of 
nine cases from the breast and seven from the gastrointestinal tract, two from 
each survived the 24 month period. Of nine lung cases, none reached a six 
month survival. 

Regarding the pathogenesis of metastatic brain tumors (figure 3), it has 
already been mentioned that the most common pathway is from the lung via the 
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blood stream. This will be enlarged upon shortly. There are numerous factors 
to suggest that the hematogenous route is the most likely one:* (1) the fre- 
quency of vascular involvement within the primary neoplasm; (2) the greater 
frequency of intracranial metastases from pulmonary cancer; (3) histologic 
intracranial vascular involvement by tumor cells; (4) the infarction of brain 
produced by tumor emboli; (5) the distribution of metastases in the brain, i.e., 
they occur predominantly within the gray substance or subcortical white matter, 
where the blood supply is most abundant; (6) the common occurrence of meta- 
stases within the choroid plexus. 

Assuming now that we have a primary tumor somewhere in the body, the 
tumor cells reach the brain through the invasion of blood vessels adjacent to 
the neoplasm. They penetrate the veins and produce thrombosis or endophlebi- 
tis. If smaller vessels are involved, occlusion may occur rapidly with no dis- 
semination. If larger vessels are invaded there occurs only partial obliteration 
of the lumen, and hence prolific liberation of tumor emboli. These consist of 
isolated cells, clumps of cells or fragments of tumor thrombi composed of tumor 
cells clothed by fibrin, red blood cells, white blood cells and platelets. The 
smaller emboli or isolated cells may pass through the wide pulmonary capillaries 
to the left side of the heart without stopping. The larger ones will be arrested 
in the lungs as cancerous thrombi, where they may start growing to produce 
pulmonary lesions and later may break through into the pulmonary veins, to be 
carried to the left side of the heart and finally up to the brain. 

Even when the tumor cells spread originally through the lymphatics, they 
eventually reach the nervous system through the blood stream by way of the 
thoracic duct, right lymphatic duct or their tributaries. 

A third method of pathogenesis involves retrograde blood flow in thoraco- 
abdominal veins. This method was worked out by Batson,* who verified his 
dissections with injection experiments. It has been found that with abdominal 
straining or coughing, or any other maneuver causing an increase in intra- 
abdominal pressure, there is a reversal of blood flow in the thoraco-abdominal 
veins. These veins freely communicate with the vertebral veins, which also 
communicate with the epidural veins surrounding the spinal cord. Tumor cells, 
such as those from the gastrointestinal tract, may invade the abdominal veins 
and by-pass the portal and caval systems to reach the nervous system by way 
of these thoraco-abdominal communications with the veins of the spinal cord. 

The fourth and probably most unusual method of cerebral invasion is by 
way of a paradoxic tumor embolism. This method by-passes the lung barrier 
by means of a septal defect. As a result of this shunt there is no lung seeding, 
and metastatic emboli are carried into the cerebral circulation via the left side 
of the heart. 

SUMMARY 


A case of sympathicoblastoma in an adult has been presented because of its 
extreme rarity and because of its most unusual origin within the pancreas. 
The unfolding of this case disclosed the most common method of pathogenesis 
of metastatic cerebral malignancies, namely, the hematogenous route through 


the lung fields. 
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SUMMARIO IN INTERLINGUA 


Sympathicoblastoma es un malignissime tumor de origine nervohistic que se 
incontra rarmente in adultos. 

Le presente caso concerne un masculo de 52 annos de etate. Ille esseva pre- 
sentate con symptomas de alteration mental que indicava le implication del cerebro. 
Post le ablation chirurgic de lo que esseva considerate como un primari neoplasma 
cerebral, un roentgenogramma thoracic revelava le presentia de un grande lesion in 
le pulmon sinistre. Isto representava un nove indicio del origine extra-cerebral del 
tumor. Le patiente deteriorava rapidemente. Ille manifestava symptomas mental. 
Finalmente, le necropsia revelava le sito primari in le capite del pancreas. Isto es un 
inusual- e interessantissime occurrentia. 

Un revista de morbos metastatic del cerebro indica que circa 80% del casos es 
characterisate per le implication del pulmones con cancere primari o secundari. 
Tamen, roentgenogrammas revela lesiones definite in solmente circa 35% del casos. 

Quanto al pathogenese de metastatic tumores cerebral, il se monstra que le via 
hematogene es le plus commun medio de transmission. Altere medios de transmission 
es invasion lymphatic, dissemination per retrograde fluxo sanguinee in venas thoraco- 
abdominal, e finalmente le rar occurrentia de un si-appellate paradoxe embolismo 
tumoric per un defecto septal in le corde. 
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EDITORIAL 


THE IRRITATIVE EFFECT OF SMOKING ON THE RESPIRATORY 
MUCOUS MEMBRANES 


For convenience in discussion we may distinguish between the immediate 
direct irritative action of tobacco smoke on the mucous membranes and its 
possible late carcinogenic effects. Because of the disturbing and ominous 
connotations of the word cancer, attention has been concentrated largely 
on this phase of the problem. There is increasing evidence, however, that 
the nonspecific irritative action may be even more important, particularly 
as a cause of obstructive emphysema. 

Familiarity tends to breed indifference if not contempt, and the “cigarette 
cough” resounding loudly among us and omnipresent in heavy smokers (of 
a pack and more a day) has been regarded more as a joke than a significant 
medical problem. This is true not only of the cougher but often also of his 
physician—who may likewise be a victim. As long as the cigarette cough 
means merely an uncomfortably “raw” red pharynx and frequent dry 
“hacks,” it is probably not of great immediate significance although it 
doubtless predisposes to the current strains of respiratory “viruses.” This 
probably may continue to be true during the first few years of one’s smoking 
career, and decision as to smoking may rest upon whether the satisfaction 
obtained outweighs the attendant discomfort. 

That this irritation and a beginning uneasiness of the public regarding 
the effects of smoking in general are becoming commercially significant is 
tacitly admitted by the manufacturers who have introduced filter tips with 
some modest success * in removing part of the nicotine and tars (20 to 40%) 
and who are apt to claim that their own brand is a little less harm- 
ful than the product of their rivals. Nicotine is probably not important 
as an irritant, but the tars presumably are. Certainly important are the 
hot smoke and the minute particles of soot which can penetrate deep into 
the air ways and cause irritation even in the terminal bronchioles. There 
is general agreement that inhaled cigarette smoke is more irritating than 
pipe or cigar smoke unless exceptionally the latter is also inhaled. 

Although many reports have appeared during the past few decades 
pointing out the association of smoking with chronic respiratory irritation 
and infection, until recently this phase of the smoking problem has received 
inadequate consideration. Only a few of the more important recent studies 
can be mentioned here. 


1A study of cigarettes, cigarette smoke and filters. 4. Regular cigarettes, king-size 
cigarettes and additional filter-tip cigarettes, (Chemical Laboratory, American Medical 
Association) J. A. M. A. 157: 1309-1311, 1955. 
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Myerson * in a study of smokers complaining of hoarseness and vocal 
fatigue observed in 143 cases a lesion of the vocal cords starting as a cir- 
cumscribed edema with evidences of acute inflammation followed by fibrosis 
and thickening and finally by formation of a tumor which he described as an 
“edematous fibroma.’’ The inflammatory edema subsided within 24 hours 
after smoking was stopped, but the fibromas persisted and excision was 
required. Similar lesions have been noted by subsequent observers, e.g. 
Waldbott.* Such irritation may lead to hyperirritability and laryngeal 
spasm which may be a serious problem to anesthetists (e.g. Greene *). 

More important, however, is the involvement of the bronchi. Abbott 
et al.° in a study of 294 cases of emphysema of all types with special reference 
to surgical measures of treatment emphasize that the disease “is not simply 
a degenerative disease of old age.” They found “an almost constant his- 
tory of protracted cough or so-called chronic bronchitis.” The major 
causes of the cough in their series were tobacco smoking in 214 and sup- 
puration in 209. All but eight of 209 known smokers consumed over a 
pack per day. They were “impressed by the destructive effects of tobacco 
in excess in these patients,” in causing bronchospasm and edema of the 
mucosa of the bronchioles, resulting in partial and intermittent obstruction 
to the evacuation of air from the alveoli. “In a large number of instances 
patients who succeeded in stopping the smoking habit obtained complete 
subjective relief from cough and wheeze, and frequently wheezing was 
decreased or cured.” 

In Great Britain bronchitis has constituted a major problem, and atten- 
tion was centered intensively upon this following the disastrous fog of 
December 1952 in London which caused 4000 deaths during a period of 14 
days. Joules® has attributed this largely to air pollution, especially from 
smoke from inefficiently burned coal and liberated toxic gases including 
oxides of sulfur. Under ordinary circumstances other local factors are also 
important—inclement weather, prevalenc> of acute respiratory infections, 
various chronic pulmonary diseases. Joules stresses the deleterious effect 
of smoking as an additional cause of bronchitis. He observes that few 
who smoke over 15 cigarettes a day for 20 years escape a morning cough, 
but abstinence for three months usually proves the relationship. The 30,000 
deaths a year attributed to bronchitis (besides 20,000 to pneumonia) and 
the 16.5 million days of lost working time make the problem practically 
important. Joules regards cigarette smoking as more dangerous than any 

2 Myerson, M. C.: Smoker’s larynx: a clinical pathological entity, Ann. Otol., Rhin. and 
Laryng. 59: 541-546 (Aug.) 1950. 

3 Waldbott, G. L.: Smoker’s respiratory syndrome: a clinical entity, J. A. M. A. 151: 
1398-1400, 1953. 

4 Greene, B. A., and Berkowitz, S.: Tobacco bronchitis: an anesthesiologic study, Ann. 
Int. Med. 40: 729-742, 1954. 
ne: Abbott, O. A., et al.: A new approach to pulmonary emphysema, Thorax 8: 116-132, 


6 Joules, H.: A preventive approach to common diseases of the lung, Brit. M. J. 2: 
1259-1263, 1954. 
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other national habit and goes so far as to say that unless the irritant and 
carcinogenic effect can be eliminated, continuance of the manufacture and 
sale of cigarettes “should be seriously questioned.” 

Palmer * made similar observations in a consecutive group of 310 male 
smokers and 112 nonsmokers admitted to a British hospital for elective 
operations. A diagnosis of bronchitis was based on a history of productive 
cough for at least two weeks in two consecutive years or by rhonchi or 
increased density of bronchial markings in the peripheral two-thirds of the 
lung fields. On this basis, 53.5% of smokers and 30.4% of nonsmokers 
gave a history of bronchitis, and 32.2% of smokers and 17.9% of non- 
smokers showed abnormal physical signs. He made no claim that smoking 
is the only factor but that it is of substantial importance and “should be dis- 
couraged.” 

Confirmation of the part played by smoking in Great Britain is found 
in observations of Oswald,* who questioned 3,602 men and 2,242 women 
employed in certain government offices in London as to their smoking habits 
and the occurrence of bronchitis—chronic cough with sputum and disability 
—and acute infections. In this group 36% of smokers and 53% of non- 
smokers were free from symptoms, and 15.9% of smokers and 9.4% of 
nonsmokers had bronchitis (with disability). The figures in these last 
reports are statistically significant. 

In the United States, Waldbott,* stimulated by his own personal ex- 
perience, studied a series of 31 cases of severe bronchitis in excessive 
smokers. All complained of cough, wheezing, expectoration, a pharyngitis 
with mucopurulent discharge, and many also of constriction in the chest, 
dyspnea or angina-like pains radiating into the neck and arms. He distin- 
guished this “smoker’s asthma” from ordinary bronchial asthma by less 
tendency to wheezing and orthopnea, less involvement of the nose and 
sinuses, less emphysema, less reduction of the vital capacity, and no evidence 
of allergy. In the earlier stages, symptoms subsided promptly when smok- 
ing was stopped. In some other similar but more advanced cases symptoms 
did not clear up satisfactorily, and he suggested that this syndrome may be 
a precursor of some cases of “idiopathic emphysema” and “intrinsic asthma.” 

Greene * reported a study of 4,322 patients coming into two general 
hospitals for elective operations, with reference to the existence of bronchitis 
and its relation to smoking. The presence of bronchitis was demonstrated 
mainly by getting the patient to give one vigorous cough just before anes- 
thesia. Abnormality was indicated by a selfpropagated cough or by “wet- 
ness,” nearly always found in subjects with a history or signs of tracheo- 
bronchial disease and rarely in its absence. Of these subjects 59% of 1,264 
men and 26% of 2,068 women were smokers, of whom 79% of the males 
and 63% of the females smoked heavily—one pack or more a day. Of the 


7 Palmer, K. N. V.: The role of smoking in bronchitis, Brit. M. J. 1: 1473-1474, 1954. 
8 Oswald, N. C., et al.: Chronic bronchitis, Lancet 2: 843-844, 1955. 


“ 
i 
i 
| 
R | 
| 
7 
d 
| 
; 
| 
* 
| 
- 


1238 EDITORIAL December 1956 


nonsmokers 10.6% showed evidence of bronchitis as compared with 67.4% 
in all the cigarette smokers. Of the heavy cigarette smokers 82.7% of the 
men and 76.3% of the women had bronchitis. Pipe and cigar smoking 
unless inhaled had but little if any tendency to cause bronchitis, and it rarely 
developed in light smokers. In subjects above 50, other factors become 
important, but in younger subjects smoking was usually the cause of the 
bronchitis. Greene found it from four to seven times more frequent than 
infection as a cause of preoperative bronchitis. In “one pack a day smokers” 
abstinence of three to four weeks usually cleared up the bronchitis and 
largely eliminated the postoperative risk of pulmonary complications such 
as atelectasis and pneumonia. Greene like many others also noted the fre- 
quent association of emphysema with “chronic tobacco bronchitis.” One 
might wish that his criteria of bronchitis were less open to subjective bias, 
but in spite of this the figures are impressive. 

Phillips et al.° studied a series of 18 subjects with severe chronic cough 
of over 10 years’ duration in veterans over 50 who were heavy smokers. 
All had sputum and all or most had dyspnea, wheezing or rhonchi, and 
increased anteroposterior diameter of the chest. The maximal breathing 
capacity and velocity of the air stream were much reduced, and the vital 
capacity moderately so, features characteristic of emphysema. Broncho- 
scopic examination confirmed the presence of severe bronchitis macroscopi- 
cally and by biopsy. He traces the illness as beginning in early adult life 
with a morning cough with sputum which gradually becomes protracted 
to occur throughout the day. It is aggravated by frequent acute respiratory 
infections. As years go by, classical signs of emphysema become evident. 
Dyspnea appears, at first on exertion, later also when at rest. Pulmonary 
insufficiency increases, and death may occur from suffocation or right ven- 
tricular failure. They stress the diffuse distribution of these changes as 
shown by biopsies, and the inclusion, in the involvement, of the minute 
terminal bronchioles, in which secretion and edema of the mucosa cause a 
proportionally excessive obstruction to the air flow. Distention of the air 
sacs, atrophy of elastic tissue and loss of elasticity of the lungs occur 
secondarily in this “obstructive” type of emphysema. Other irritants in 
sufficient concentration can, of course, cause such a bronchitis, but careful 
study in this group failed to show any other agent. 

To get further evidence as to the cause of chronic cough in various 
environments, Phillips et al.*° have recently made a study of the relationship 
of chronic cough to smoking and to industrial exposures in 1274 males of 
whom 974 were employed in a large steel-making plant in West Virginia 
and 300 were selected at random from a Veterans Administration Hospital 
in Rhode Island. The first group lived in a damp region in which there 

® Phillips, R. W., et al.: Chronic bronchitis—a neglected disease entity, Dis. Chest 26: 
520-527, 1954. 


10 Phillips, A. M., et al.: Chronic cough: analysis of etiologic factors in a survey of 
1274 men, Ann. Int. Med. 45: 216-231, 1956. 
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was “considerable air pollution” with industrial smoke and gases. They 
were selected from three departments of the mill. One group in the coke 
plant worked outside, entirely unprotected from inclement weather and 
exposed to varying degrees of air pollution with coal dust and coke gas. 
A second group of masons, engaged in building up and tearing down fur- 
naces of silica brick, were exposed to silica dust and to other nuisance dusts. 
The third group from the electroplating department was exposed to various 
irritating fumes including at times hydrofluoric acid. The Veterans Ad- 
ministration Hospital patients were not exposed to such industrial hazards 
nor to any notable degree of atmospheric pollution. All were studied with 
reference to the frequency of chronic cough (daily cough with sputum con- 
secutively for a year or more) and its association with the degree of cigarette 
smoking in each group. 

In all, 34% of the 1,274 subjects had a chronic cough. . In the mill 
workers the percentage with cough was nearly the same in each of the 
three departments, 30 to 34%, whereas in the Veterans Administration 
group it was 44%. This would suggest that such atmospheric pollution 
as existed and the unfavorable climatic conditions in the mill were at most 
minor factors in producing the cough. When analyzed with reference to 
smoking habits, cough was present in 2% of the 347 who were nonsmokers 
or pipe or cigar smokers. The proportion with cough among the smokers 
was closely similar in the three departments, rising from about 20% in the 
“half pack” and about 50% in the “one pack a day” smokers to 75% or 
more in the heaviest smokers. The “control” subjects in the Veterans 
Administration group showed a similar relationship but slightly higher 
figures. 

There was a progressive increase in cough with age in successively 
higher decades among the smokers, from 38% in the third to 70% in the 
seventh decade. As the increase at similar ages in nonsmokers was only 
from 1 to 4%, the increase in the former group seems largely due to the 
longer period of exposure to irritation from the smoke. 

The authors point out that cigarette smoke is not the only cause of 
chronic bronchitis, and atmospheric pollution may be important in other 
specific environments. The work does show that cigarette smoking is a 
very frequent and potent cause of chronic bronchitis and that industrial air 
pollution can not be assumed casually to be the cause of pulmonary disease 
unless the smoking habits of the same group are studied in detail and the 
effects of smoking duly eliminated. 

In a similar independent study, Lowell et al.** recorded similar ob- 
servations in 25 unselected patients with chronic obstructive emphysema, 
24 heavy cigarette smokers (and one cigar smoker) for over 20 years. All 
were over 50. In addition to productive cough, they showed increasing 


11 Lowell, F. C., et al.: A note on the association of emphysema, peptic ulcer and 
smoking, New England J. M. 254: 123-124, 1956. 
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dyspnea and a progressive loss of pulmonary reserve with no notable 
remissions. The vital capacity was reduced, the residual air (in 11 tested) 
was more than 50% of the total capacity. The most characteristic feature 
was slowing of expiration, so that less than 50% of the vital capacity was 
exhaled in the first second. They believe that this “expirogram’”’ is essential 
in excluding other causes of dyspnea and that it makes possible recognition 
of obstructive emphysema in its earlier stages when a positive diagnosis 
would otherwise be impossible. They stress also the onset of dyspnea after 
40, and failure to obtain objective improvement with bronchodilators or 
steroids, to distinguish this from bronchial asthma. 

Although the inflammation undoubtedly must include the larger bronchi, 
they associate the obstruction with inflammatory changes and relatively 
marked narrowing of the terminal bronchioles. They suggest that the 
minute size of the particulate matter in cigarette smoke facilitates its pene- 
tration into the smallest airways, whereas the coarser particles of chimney 
soot, pollen grains and ordinary dusts largely settle out in the larger bronchi 
where they may cause severe inflammation but less actual obstruction. 

They found six cases of peptic ulcer and three of bronchogenic carcinoma 
among the 25 subjects, diseases which they regard as aggravated or caused 
by smoking. 

More recently Lowell ** has reported in greater detail a study of 34 
cases of obstructive emphysema and as controls 49 subjects from the wards 
and outpatient department of the same hospital, unselected except as to age 
(over 50). The emphysema group included 28 males and six females, all 
smokers. In the control group there were 23 male smokers and four non- 
smokers, six female smokers and 15 nonsmokers. The difference is sta- 
tistically significant, but the relationship is more striking if the intensity of 
the smoking is compared. This was estimated by multiplying the average 
number of packs smoked per day by the duration of the habit in years. The 
emphysema group had an average record of 47 pack years of smoking, 
whereas the smokers in the control series averaged 25 pack years. In 
Lowell’s series of 22 males with the requisite data, 77 per cent smoked a 
pack or more a day. In Hammond and Horn’s large series,"* only 15% of 
the males from 50 to 70 smoked as much as this. Lowell et al. do not 
claim that smoking is the only cause of emphysema, but that it is a potent 
and prolific one. Although they believe that the “association between 
smoking and carcinoma of the lung” is “established,” they point out that 
emphysema is more common than cancer and when fully developed “has a 
prognosis almost as gloomy.” 

These reports offer convincing evidence that heavy smoking of cigarettes 
over many years is no innocuous procedure. There can be no reasonable 


12 Lowell, F. C., et al.: Chronic obstructive pulmonary emphysema: a disease of 


smokers, Ann. Int. Med. 45: 268-274, 1956. 
18 Hammond, E. C., and Horn, D.: The relationship between human smoking habits 


and death rates, J. A. M. A. 155: 1316-1328, 1954. 


| 


Vol. 45 No. 6 EDITORIAL 1241 


doubt that it is a frequent and potent cause of bronchial irritation which, 
if smoking is continued, often leads to intractable chronic bronchitis and in 
some cases eventually to obstructive emphysema and fatal pulmonary insuf- 
ficiency. There is no doubt that other sources of irritation may lead to a 
similar bronchitis. In some localities irritative dusts associated with in- 
dustrial activities, the smog of cities like London and Los Angeles, may 
well overshadow smoking in importance. One might anticipate that the 
combined action of two such irritants could be exceptionally injurious. 
Phillips’ observations, however, suggest that the relative importance of 
industrial air pollution in this regard may often have been exaggerated. In 
fact inhaling hot tobacco smoke into the chest really means bringing in 
polluted air in higher concentration than would be encountered under almost 
any other natural conditions. 

The relative importance of smoking as an irritant and the frequency 
with which grave damage follows a resulting protracted bronchitis can be 
determined precisely only after further observations. Enough is known, 
however, to indicate the real potential danger. The smoker who does not 
inhale or who smokes moderately, under 15 cigarettes a day, seems to suffer 
relatively little except for an occasional hypersensitive subject. Few main- 
tain their smoking at such a level indefinitely, and very few can abstain from 
inhaling, unconsciously if not deliberately. In the present state of our 
knowledge it seems our duty as physicians to inform our patients as fully 
and clearly as possible as to the facts as they are now known and of the 
potential risks and let them make their own decision, as most of them will 
do anyway. Positive advice would depend upon the individual’s physical 
condition, his smoking habits and his reaction to smoking. In the presence 
of chronic pulmonary disease, including established bronchitis, however, 
complete abstention should be urged without qualification. In any event 
advice should be based objectively on facts and not swayed by emotional 
reactions to our own smoking habits and perhaps our reluctance to give up 
a custom from which much satisfaction and solace may have been obtained. 


PauL W. CLouGH 
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REVIEWS 


Textbook of Medical Physiology. By Artuur C. Guyton, M.D., Professor and 
Chairman of the Department of Physiology and Biophysics, University of Missis- 
sippi Schoo! of Medicine. 1030 pages; 18 X 26cm. W. B. Saunders Co., Phila- 
delphia. 1956. Price, $13.50. 


This comes close to being the long sought and urgently needed textbook of physi- 
ology which can be recommended to medical students with the reasonable hope that 
their money will be spent on a book they can understand and which will give them the 
information they need. This happy circumstance arises no doubt from: the fact that 
this is a text written by a single author whose experience in the lectu. ¢ halls, student 
laboratories, and conference rooms has been broad enough to give him a thorough 
understanding and appreciation of the needs and capabilities of the freshman medical 
student. It is unusual nowadays for one individual to have the temerity to assume 
such a burden but in this instance it has paid off handsomely. 

There is nothing unusual about its contents and the subject is treated in the con- 
ventional way. However, the text is lucid, the charts simple and understandable. 
They are redrawn for the most part from originals published elsewhere. As a rule the 
illustrations are all line drawings thus eliminating those fuzzy, blurred and generally 
confusing photographs which have marred more than one physiology text in the past. 
There is excellent correlation between the pathological and the normal and the two 
are skillfully inter-mixed so that they illuminate each other. 

No textbook of physiology has ever been written nor ever will be written which 
does not contain somewhere statements which will be challenged by somebody. This 
book is no exception. However, controversial material is kept to a minimum and the 
student’s attention focused on what is generally held to be basic. The expanding 
boundaries of the subject have been recognized and chapters on high and low pressure 
physiology, as well as the effects of radiation have been included. There is an ex- 
cellent although somewhat brief chapter on the maintenance of the internal environ- 
ment and the concept of homeostasis which serves to give the student a reasonably 
good philosophical orientation. Well chosen bibliographies at the end of each chapter 
are perhaps one of the most useful features of the book for the serious student. All 
in all the clinician who is looking for a physiology text to bring him abreast of this 


growing subject could do no better than to choose this one. 
Drietricu C. Smitu, M.D. 


Histamine: Ciba Foundation Symposium Jointly with the Physiological Society and 
the British Pharmacological Society, in Honour of Sir Henry Dale, O.M., 
G.B.E., M.D., F.R.C.P., F.R.S. Edited by G. E. W. WotstenHotmE, O.B.E., 
M.A., M.B., B.Ch., and Cecrtta M. O’Connor, B.Sc. 472 pages; 14 < 21 cm. 
Little, Brown & Co., Boston. 1956. Price, $9.00. 


In April, 1955, scientists from many lands gathered in London to participate in 
two symposia on histamine in honor of Sir Henry Dale, a pioneer in investigations on 
this physiologically important substance. One symposium, sponsored jointly by the 
Physiological and Pharmacological Societies held at The Wellcome Foundation, was 
attended by many members of the sponsoring societies, while the second, the Ciba 
Foundation Symposium, was attended only by a small group of invited investigators 
who are well known for their work on histamine. This book is a record of the two 


symposia. 
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Histamine has been of great interest to scientists since its isolation from ergot in 
1910 and the early demonstration by Barger and Dale of its occurrence in intestinal 
mucosa. The later work of Abel and many others demonstrating its presence in 
practically all body tissues aroused further interest. The role of histamine in ana- 
phylactic and other shock-like states, allergic reactions, and biochemical processes has 
been the subject of countless research projects ever since. With the development of 
modern biochemical technics, as illustrated in so many papers in this volume, striking 
advances in our knowledge of histamine have taken place, and even greater advances 
may be anticipated for the future. 

The volume is divided into two sections: Section I, The Symposium of The Physio- 
logical and Pharmacological Societies at the Wellcome Foundation; and Section HL, 
The Symposium at the Ciba Foundation. The first section contains 35 papers and 
short communications, and the second consists of 9 papers and a general discussion of 
the present state of histamine research and some speculations about the future. Broad 
topics considered at both symposia were: the occurrence, origin, mechanism of release, 
significance and fate of histamine in the body. A valuable feature of the Ciba Sym- 
posium is a verbatim transcription of the discussion following each paper, which gives 
the reader an opportunity to profit by the vast range of topics discussed and to ex- 
perience vicariously the enthusiasm manifested by a group of dedicated investigators. 

This book is undoubtedly the most comprehensive work on histamine available at 
the present time and summarizes our current knowledge of this ubiquitous and fas- 
cinating amine. The reader is presented with a picture of a rapidly advancing fron- 
tier of fundamental research on a substance of great importance in the dynamics of 
living organisms, and to those interested in fundamental biochemical, physiological 
and pharmacological processes this book will be of great interest and is enthusiasti- 


cally recommended by the reviewer. 
RayMmonp M. Buretson, Ph.D. 


Clinical Hematology. 4th Ed. By Maxwett M. Wintroze, M.D., Ph.D. 1184 
pages; 16 X 24 cm. Lea and Febiger, Philadelphia. 1956. Price, $15.00. 


The fourth edition of this textbook appears five years after its predecessor and 
includes numerous changes to keep pace with new ideas. There has been revision of 
much of the text as well as the addition of two new chapters—one on blood groups 
and blood transfusion and another on abnormal hemoglobin syndromes. Everywhere 
there is the mention of recent work and the inclusion of valuable new references. 

This book continues to be outstanding in its field. It is notable for its clarity and 
completeness of coverage of the broad aspect of medicine which now comprises hema- 
tology. Of course, as with any text covering a wide area, there are subjects about 
which the reader will need to look elsewhere for more specific details. On the whole, 
however, there is meticulous attention to detail—both clinical and laboratory—with 
extensive documentation of information. The bibliography which follows each section 
is accurate, pertinent, and extremely valuable. 

As a reference for the internist and the internist specializing in hematology, this 


book is heartily recommended. 
A. B. 


Differentialdiagnose innerer Krankheiten. 4th Ed. By Rozert 678 
pages; 17.5 x 24.5 cm. Georg Thieme Verlag, Stuttgart; in the U.S.A. and 
Canada: Intercontinental Medical Book Corp., N. Y. 1956. Price, Ganzleinen 
DM 69.60. 

Books on differential diagnosis covering all of internal medicine present a great 
problem to the author because of the enormous volume of facts known. Differential 
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diagnostics is within the realm of postgraduate education and requires of the author 
experience in clinical medicine, a great breadth of knowledge and teaching ability. 
Dr. Hegglin’s success in this formidable task is evidenced by the appearance of a 
fourth edition of his book, as well as an Italian and a Spanish translation. 

The book is well-balanced, though a little over-emphasis of pet subjects is notice- 
able. So, for instance, dye-dilution curves for the diagnosis of veno-arterial shunts 
are of interest but hardly of differentiating value. Pulmonary arteriovenous aneu- 
rysms are not encountered as the cause of cyanosis in pulmonic stenosis. 

The discussion throughout is at a very high level and presented very clearly. 
The book is based on a solid knowledge of diseases. The 372 illustrations are well 
chosen and supplement the text well. For those having a reading knowledge of 
German this volume offers a valuable discussion of differential diagnosis. 


A. G. 


Progress in Clinical Obstetrics and Gynaecology. By T. L. T. Lewis, M.B., B.Chir. 
(Camb.), F.R.C.S. (Eng.), M.R.C.0.G. 594 pages; 1624.5 cm. Little, 
Brown and Company, Boston. 1956. Price, 12.00. 


This British volume is an excellent condensation of clinical advances made in 
Obstetrics and Gynecology during the past 10 to 15 years. The author has presented 
the material without bias, but has added materially to the value of the volume by his 
own personal views on many conflicting issues. 

In obstetrics such new discoveries as the effects of rubella, post-maturity, retro- 
lental fibroplasia, hyaline membrane disease, and kernicterus, all conditions intimately 
associated with infant mortality and morbidity, are discussed. Other new concepts 
such as amniotic fluid embolism, afibrinogenemia, the problems of the pre-diabetic, 
hormone therapy in the pregnant diabetic, pitocin infusion in uterine inertia are pre- 
sented and evaluated. 

In the field of gynecology recent advances in the therapy of carcinoma of the 
cervix, both radiologically and surgically, the early diagnosis of carcinoma by cyto- 
logical diagnosis are thoroughly discussed. Malignant disease of the ovary, vulva 
and the body of the uterus are similarly treated. 

Pelvic tuberculosis with especial reference to chemo-therapy; operations for 
stress incontinence and the newer concepts of endocrinology and endocrinologic ther- 
apy are presented. 

This review may well be better termed Recent Advances in Obstetrics and 
Gynecology in the British Empire. References from other countries are sparse. In 
all fairness, however, more references would only add more completeness, but not 
material. 

The book can be recommended to all physicians for compact, easy-to-read, and 
up-to-date postgraduate reading in obstetrics and gynecology. It is of course not a 
textbook and many subjects are omitted, since new advances have not been made in 
all fields. 

D. Frank KA crtrerper, M.D. 


Treatment of Heart Disease: A Clinical Physiologic Approach. By Harry Gross, 
M.D., F.A.C.P., and ABRAHAM JezeR, M.D. 549 pages; 17 X 26 cm. W. B. 
Saunders Company, Philadelphia. 1956. Price, $13.00. 


With the large number of new books on Cardiology, it is not surprising to find 
that the authors of this text attempt to justify the publication of yet another. They 
do this ably in a preface, when they state that “. . . It is a presentation of therapy in 
heart disease based upon sound physiologic principles.” The contents include sections 
devoted to the basic mechanisms of cardiac symptoms and their management, hyper- 
tensive heart disease and arteriosclerotic heart disease, diseases of the heart secondary 
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to inflammation, congenital heart disease, surgery in the cardiac patient, diseases of 
the heart secondary to metabolic disorders, and emotions, adjustments, and rehabilita- 
tion in heart disease. 

The authors write in a clear, lucid manner. It is a scholarly text, with not only 
an adequate evaluation of the literature but with the authors’ own experiences and 
therapeutic suggestions. Although one may differ with some details of management, 
there is always an attempt to justify suggestive therapy on the basis of sound physio- 
logic principles. The text should prove invaluable to anyone interested in the treat- 
ment of heart disease. 

L.S. 


BOOKS RECEIVED 


Books recently received are acknowledged in the following section. As far as 
practicable those of special interest will be selected for review later, but it is not 
possible to discuss all of them. 


Alcoholism. Edited by Grorce N. THompson, A.B., M.D., F.A.C.P., Associate 
Clinical Professor of Neurology and Psychiatry, School of Medicine, University 
of Southern California, Los Angeles, California, etc. 548 pages; 24 x 15.5 cm. 
1956. Charles C Thomas, Publisher, Springfield, Illinois. Price, $9.50. 


Die Behandlung des Bluthochdruckes. By Pror. Dr. L. HAntscHMANN, 92 pages; 
24 x 17 cm. (paper-bound). 1956. Georg Thieme Verlag, Stuttgart; in the 
U. S. A. and Canada: Intercontinental Medical Book Corporation, New York. 
Price, kartoniert DM 12.- 

Clinical Chemistry: Principles and Procedurcs. By JosErpH S. ANNINO, Clinical 
Chemist, Massachusetts Memorial Hospitals, Boston, Massachusetts. 280 pages; 
24x16 cm. 1956. Little, Brown and Company, Boston. Price, $7.50. 


Dermatology. By Donatp M. Pittssury, M.A., D.Sc. (Hon.), M.D., Professor and 
Director of Department of Dermatology, University of Pennsylvania School of 

Medicine, etc.; WALTER B. SHELLEY, M.D., Ph.D., Associate Professor of 

{ Dermatology, University of Pennsylvania School of Medicine, etc.; and ALBERT 
M. Kuieman, M.D., Ph.D., Associate Professor of Dermatology, University of 
Pennsylvania School of Medicine, etc. 1,331 pages; 25.5 x 17 cm. 1956. W. B. 
Saunders Company, Philadelphia. Price, $20.00. 

Diabetes-Komplikationen: Eine klinische Studie. By Doz. Dr. ALFreD KaAepING. 
146 pages; 24.516 cm. 1956. Ferdinand Enke Verlag, Stuttgart. Price, 
Geheftet DM 28.-; ganzleinen DM 30.- 

Die Erkrankungen der Gallenwege. By Dr. WiLHELM ScHONDUBE. 311 pages; 
24.5 16.5 cm. 1956. Ferdinand Enke Verlag, Stuttgart. Price, Geheftet 
DM 44.-; ganzleinen DM 47.- 


Group Processes: Transactions of the Second Conference, October 9, 10, 11 and 12, 
1955, Princeton, N. J. Edited by Bertram Scuarrner, M.D., University 
Seminar on Communications, Columbia University, New York, N. Y. 255 
pages; 23.516 cm. 1956. Sponsored by the Josiah Macy, Jr. Foundation, 


New York. Price, $3.50. 


Internal Medicine: A Physiologic and Clinical Approach to Disease. By Roxert P. 
' McCompss, B.S., M.D., F.A.C.P., Professor of Graduate Medicine, Tufts Uni- 
j versity School of Medicine, etc. 706 pages; 23.5 15.5 cm. 1956. The Year 
Book Publishers, Inc., Chicago. Price, $10.00. 
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The Labyrinth: Physiology and Functional Tests. By Josepu J. Fiscuer, M.D., 
Clinical Professor in Otolaryngology, School of Medicine, Tufts University, etc. 
206 pages; 23.5 X 15.5 cm. 1956. Grune & Stratton, New York. Price, $6.00. 


A Manual of the Common Contagious Diseases. 5th Ed. By Puitip Moen Stim- 
son, A.B., M.D., Professor of Clinical Pediatrics, Cornell University Medical 
College, etc.; and Horace Louis Hopes, A.B., M.D., Pediatrician-in-Chief and 
Director of the Department of Pediatrics, Mt. Sinai Hospital, New York City, 
etc. 624 pages; 20 13.5 cm. 1956. Lea & Febiger, Philadelphia. Price, 
$8.50. 


Masked Epilepsy. By Hucu R. E. Wattts, B.A., M.D., M.R.C.P., D.C.H., Con- 
sultant Paediatrician, Bath Clinical Area, etc. 51 pages; 22.5 x 14 cm. 1956. 
The Williams & Wilkins Company, Baltimore. Price, $2.50. 


Nerve Impulse: Transactions of the Fifth Conference, September 20, 21 and 22, 1954, 
Princeton, N. J. Edited by Davin NAcHMANSOHN, M.D., Professor of Bio- 
chemistry, Columbia University College of Physicians and Surgeons, New York, 
N. Y.; and H. Houston Merritt, M.D., Professor of Neurology, Columbia Uni- 
versity College of Physicians and Surgeons, New York, N. Y. 256 pages; 
23.5 X 16 cm. 1956. Sponsored by the Josiah Macy, Jr. Foundation, New 
York. Price, $4.50. 


Observations on Krebiozen in the Management of Cancer. By A. C. Ivy, Ph.D., 
M.D., Distinguished Professor of Physiology and Head of the Department of 
Clinical Science, University of Illinois, etc.; Joun F. Pick, S.B., M.M., M.D., 
Head of Department of Plastic Surgery, Columbus Hospital, Chicago, etc.; 
and W. F. P. Puitirrs, M.D., Department of General Practice, St. Francis 
Hospital, Evanston, Illinois. 107 pages; 22 x 14.5 cm. 1956. Henry Regnery 
Company, Chicago. Price, $2.50. 


Der Rheumatismus. Beitrage von R. HopmMann, A. Gorset, H. Ewerseck, O. 
Gutuor, L. B. Serrertu, K. Fr. SchHMimpHUBER, B. SCHULER and M. HAcCKEN- 
BROCH; herausgegeben von Pror. Dr. R. HopMANNn. 99 pages; 24 X17 cm. 
(paper-bound). 1956. Georg Thieme Verlag, Stuttgart. Price, kartoniert 
DM 16.50. 


Roentgen Signs in Clinical Diagnosis. By Isapore Mescuan, M.A., M.D., Pro- 
fessor and Director of the Department of Radiology at the Bowman Gray School 
of Medicine of Wake Forest College, Winston-Salem, North Carolina, etc.; with 
the assistance of R. M. F. Farrer-Mescuan, M.B., B.S. (Melbourne, Aus- 
tralia). 1,058 pages; 2617 cm. 1956. W. B. Saunders Company, Phila- 
delphia. Price, $20.00. 


Symposium on the Role of Some of the Newer Vitamins in Human Metabolism and 
Nutrition: Proceedings of the Nutrition Symposium Held at Vanderbilt Uni- 
versity School of Medicine, Nashville, Tennessee, October 20-21, 1955. Nu- 
trition Symposium Series Number 12. By R. D. Apvams, W. B. Bean, B. F. 
Cuow, D. B. Courstn, Kate A. Daum, P. L. Day, J. S. Dinnine, G. 
Duncan, H. H. Gorpnon, L. D. Greenperc, P. GyOrcy, P. L. Harris, C. 
Harvey, A. E. Hetitincer, A. Horonicx, M. K. Horwirt, R. Lusin, K. 
Mason, E. W. McHenry, H. M. Nirowsxy, K. Oxupa, J. F. Rrnenwart, J. T. 
Titpon, D. B. Tower, M. Victor, R. W. Vitter, M. WacHSTEIN and W. C. 
Witson. 137 pages; 26.5 x 19.5 cm. 1956. The National Vitamin Foundation, 
Incorporated, New York. Price, $2.50. 
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COLLEGE NEWS NOTES 


New A.C.P, Lire MEMBERS 


The College acknowledges with pleasure the following Fellows as Life Members: 


Dr. Milton H. Robbins, New York, N. Y. 
Dr. Samuel T. Schlamowitz, Syracuse, N. Y. 


Girts To CoLLEGE LIBRARY OF PUBLICATIONS BY MEMBERS 


The College gratefully acknowledges receipt of the following books by members 
of the College for the Memorial Library of the College: 


Alvan L. Barach, M.D., F.A.C.P., New York, N. Y., Pulmonary Emphysema, 

/ written in collaboration with Hylan A. Bickerman, M.D., F.A.C.P., published by 

The Williams & Wilkins Company, Baltimore, 1956; Illustrated, 545 pages. 

John H. Bland, M.D., F.A.C.P., Burlington, Vt., Clinical Recognition and Man- 
agement of Disturbances of Body Fluids, 2nd Edition, published by W. B. Saunders 

| Company, Philadelphia, 1956; Illustrated, 522 pages. 


Hervey Cleckley, M.D., F.A.C.P., Augusta, Ga., The Mask of Sanity, 3rd Edition, 
published by The C. V. Mosby Company, St. Louis, 1955; 596 pages. 

Mahlon H. Delp, M.D., F.A.C.P., Kansas City, Kans., Physical Diagnosis, 5th 
Edition, written in collaboration with Ralph H. Major, M.D., published by W. B. 
Saunders Company, Philadelphia, 1956; Illustrated, 358 pages. 

H. Corwin Hinshaw, M.D., Ph.D., F.A.C.P., San Francisco, Calif., and L. 
Henry Garland, M.B., B.Ch., San Francisco, Calif., Diseases of the Chest, published 
by W. B. Saunders Company, Philadelphia, 1956; Illustrated, 727 pages. 

Edgar Mayer, M.D., F.A.C.P., New York, N. Y., Pulmonary Carcinoma, written 
in collaboration with Herbert C. Maier, M.D., published by New York University 
Press, Washington Square, New York, distributed by J. B. Lippincott Company, 
Philadelphia, New York, 1956; Illustrated, 540 pages. 

Karl Menninger, M.D., F.A.C.P., Topeka, Kans., A Guide to Psychiatric Books, 
published by Grune and Stratton, New York, 1956; 157 pages. 


A.C.P. CrepENTIALS MEETING 


The Committee on Credentials will hold a meeting at Philadelphia, March 9-10, 
1957, and at Boston, April 5-6, immediately preceding the Board of Regents Meeting 
on April 6-7, 1957. 

Proposals for Advancement to Fellowship and/or new members to be acted upon 
at these meetings, must be received at College headquarters sixty days in advance 
of these dates. Governors may require that proposals be in their hands 90 days 


before the meetings. 
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AMERICAN COLLEGE OF PHYSICIANS 
Post-CONVENTION Tour—1957 
Following the Annual Session of the College at Boston, Mass., April 8-12, 1957, 
there will be a post-Convention Tour to Puerto Rico, St. Thomas, Dominican Re- 
public, and Haiti, under the management of Mr. Joseph Sims, House of Travel, 
1600 Walnut St., Philadelphia, Pa. 


The itinerary is as follows: 


Fri. April 12 Cocktail Party at the Statler Hotel 6:30 p.m. 
Sat. April 13 Leave Boston by special flights via P.A.A. a.m. 
Arrive San Juan (7 hour flight) p.m. 
Reception at Airport and transfer to La Rada Hotel 
Presidential Cocktail Party 7:00 p.m. 


Sun. April 14 One half of our group will fly to St. Thomas for sight- a.m. 
seeing, shopping and lunch, returning to San Juan 
in the late afternoon 
One half of our group will go to El Yunque National 
Rain Forest and Luquillo Beach and lunch 


Mon. April 15 American College of Physicians scientific program 
American College of Physicians Banquet 


Tues. April 16 Same as April 14 a.m. 
Wed. April 17. to Ciudad Trujillo, Dominican Republic a.m. 
Transfer to the Hotel Embajador 
Sightseeing and inspection of Hospitals p.m. 
Thurs. April 18 Drive to Boca Chica for lunch and Isle of Matica a.m. 


Dinner at Hotel. 


Fri. April 19 Fly to Port au Prince, Haiti. Hotel Riviera a.m. 
Sightseeing, including Kenscoff Mt. p.m 
Cocktail Party and Reception 
Sat. April 20 Drive to Albert Schweitzer Memorial Hospital for in- 
spection and lunch a.m. 
Sun. April 21 Departure for New York or Miami by air a.m. 


Mon. April 22. Those desiring to return by ship may sail on the S.S. 
Ancon of the Panama Line 


Fri. April 26 S.S. Ancon arrives in New York 


LAND ARRANGEMENTS: Include Superior twin-bedded rooms and bath. 
Hotels: La Rada, San Juan, Puerto Rico, European Plan 
El Embajador, Ciudad Trujillo & La Riviera, Port au 
Prince, breakfast and dinner. 
Transfer from airport to Hotel from arrival San Juan throughout 
tour. 
Sightseeing as indicated on the itinerary. 
Entertainment as indicated on the itinerary. 
Tourist cards for Dominican Republic and Haiti. 
Requirements—Proof of citizenship and smallpox vaccination 
certificate. 


: 
} 
‘ | 
| 
| 
| op 
a 
| 4 
| 
4 
i 
i 
' 
8 
| 
| 


CXXvi COLLEGE NEWS NOTES December 1956 


COST: Air-Sea: Boston-San Juan-Haiti-New York including land 
arrangements from 
Air: Boston-San Juan-Haiti-New York including land arrange- 


A.C.P. PostGRADUATE COURSES 
Courses Already Concluded 


Course No. 1, Recent Advances in Cardiovascular Diseases: Arthur M. Master, M.D., 
F.A.C.P., and Charles K. Friedberg, M.D., F.A.C.P., co-directors; The Mt. 
Sinai Hospital, New York, N. Y. This course was over-subscribed even after 
the directors permitted a registration of 210; a most popular course, backed up 
with superior content and teaching staff. 

Course No. 2, Seminars in Internal Medicine: Rudolph H. Kampmeier, M.D., 
F.A.C.P., and Hugh J. Morgan, M.D., M.A.C.P., co-directors; Vanderbilt Uni- 
versity School of Medicine, Nashville, Tenn. An extremely popular course of 
superior content and faculty; greatly oversubscribed, even with the maximal 
raised 15%. 

Course No. 3, Clinical Neurology: Bernard J. Alpers, M.D., F.A.C.P., director; 
Jefferson Medical College of Philadelphia. A very satisfactory registration, 
although not up to maximal capacity, due to the smaller number of members 


of the College who are especially interested in Clinical Neurology; those regis- 
tered give extremely favorable comments. 


At the time this News Note is being prepared, registration is not yet complete 
for Course No. 4, Recent Advances in Internal Medicine: Robert H. Williams, M.D., 
F.A.C.P., director; University of Washington School of Medicine, Oct. 22-26; 
Course No. 5, Selected Problems in Internal Medicine: Stewart G. Wolf, Jr., M.D., 
F.A.C.P., director; University of Oklahoma School of Medicine; Nov. 26-30; 
Course No. 6, Gastroenterology: Henry L. Bockus, M.D., F.A.C.P., director; Uni- 
versity of Pennsylvania Graduate School of Medicine; Dec. 3-7. However, it is quite 
apparent that Course No. 4 will be over-subscribed, Course No. 5 well attended, and 
Course No. 6 very greatly over-subscribed. 

The remaining two courses, No. 7, Electrocardiography: Hans H. Hecht, M.D., 
director; University of Utah College of Medicine, and Course No. 8, Pathologic 
Physiology of the Blood Dyscrasias: Carl V. Moore, M.D., F.A.C.P., William J. 
Harrington, M.D., (Associate), and Edward H. Reinhardt, M.D., (Associate), co- 
directors; Washington University School of Medicine, St. Louis, are still open for 
registration. Course No. 7 takes place Dec. 3-8, and Course No. 8, Feb. 18-22, 1957. 
These are two excellent courses that should not be overlooked by registrants. Out- 
lines are available on request to the Executive Offices of the College, 4200 Pine St., 
Philadelphia 4, Pa. 

The Committee on Postgraduate Courses met at the College headquarters on 
November 10, and announcement will be made in the next issue of this JouRNAL of 
the proposed courses for the Spring of 1957. 


Air: Boston-San Juan-Haiti-Miami including land arrange- 
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THE WEsT VIRGINIA REGIONAL MEETING 


The West Virginia Regional Meeting was held at Charleston, W. Va., Sept. 29, 
1956, under the Governorship of Dr. Paul H. Revercomb and the Program Com- 
mittee headed by Dr. Richard N. O’Dell. Dr. Wallace M. Yater, F.A.C.P., Secre- 
tary General of the College, was the banquet speaker in the evening at the Edgewood 
Country Club. 

Heretofore, the West Virginia Regional Meeting had been held during the 
meeting of the West Virginia State Medical Association. This year it was a separate 
and distinct meeting, conflicting with no other medical activity in the state. The 
results were gratifying; a larger percentage of the College members of the State 
were in attendance, and the program was put on by a number of the Associates of the 
College, interspersed with Fellows and guests. The attendance was gratifying in 
large measure, except for poor representation from one of the larger cities of West 
Virginia. While many Asscciates of the College were in attendance, a sizeable 
number failed to come. The Committee on Credentials puts considerable emphasis 
on Associates participating in the Regional Meetings, and it is hoped that all Asso- 
ciates will attend their State’s Regional Meeting in the future. 

Tentatively, it is planned to hold the 1957 Regional Meeting at Wheeling, W. Va., 
and Dr. W. R. Sheppe, F.A.C.P., has been appointed Chairman of the Program 
Committee. 


SYMPOSIUM ON IMMUNOLOGY 


The Milwaukee Academy of Medicine will conduct a Symposium on Immunology 
at Marquette University, Brooks Memorial Union, on Saturday, December 1, 1956. 

Among those appearing on the Faculty are Dr. Carl V. Moore, F.A.C.P., Pro- 
fessor of Medicine at Washington University School of Medicine, St. Louis, and 
College Governor for The American College of Physicians representing Missouri, 
and Dr. Theodore L. Squier, F.A.C.P., Associate Clinical Professor of Medicine at 
Marquette University School of Medicine. 

All physicians are welcome to attend. There will be no registration fee. Reser- 
vations may be made by writing to the Milwaukee Academy of Medicine, 561 North 
Fifteenth Street, Milwaukee 3. Programs also are available upon request. 


AMERICAN Boarp oF NuTRITION 


The American Board of Nutrition will hold the next examinations for certifi- 
cation as a Specialist in Human Nutrition, in April 1957, at Chicago, Illinois, Can- 
didates who wish to be considered for these examinations should forward applications 
to the Secretary’s office not later than March 1. Application forms may be obtained 
from the Secretary, Otto A. Bessey, Environmental Protection Research Division, 
Quartermaster Research and Development Center, Natick, Massachusetts. 


New York University will offer a two-week, full-time course in Radiological 
Safety from January 7 to 18, 1957, at the Institute of Industrial Medicine, in co- 
operation with the New York University College of Engineering and the United 
States Atomic Energy Commission. ‘The course is designed for industrial physicians, 
industrial hygiene engineers, public health officials, and individuals in industrial: and 
university research laboratories who are responsible for radiological safety. 
Information may be obtained from the Dean, New York University Post-Grad- 
uate Medical School, 550 First Avenue, New York 16, N. Y. 
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SEcoND WorLD CONFERENCE ON MeEpIcAL EDUCATION 


Under the auspices of the World Medical Association, the Second World Con- 
ference on Medical Education will be held at Chicago, Ill., August 30-September 4, 
1959. The theme will be “Medicine—Life Long Study.” The objective is the ex- 
change of information for the purpose of assisting in raising the standards of medical 
education of the world. 

Dr. Raymond B. Allen, F.A.C.P., Chancellor, University of California at Los 
Angeles will be President, and Dr. Victor Johnson, F.A.C.P., Director of the Mayo 
Foundation for Medical Education and Research, University of Minnesota Graduate 
School, will be the Deputy President. 


New APPOINTMENTS TO THE AMERICAN Boarp OF INTERNAL MEDICINE 


Dr. Thomas Almy, F.A.C.P., Director of The Cornell Medical Service, Bellevue 
Hospital, New York City, has been elected a member of the American Board of 
Internal Medicine as a representative of the American Medical Association to replace 
Dr. Claude E. Forkner, F.A.C.P. 

Dr. Frank B. Kelly, F.A.C.P., of Chicago, Illinois, and Dr. A. Carlton Ernstene, 
F.A.C.P., of Cleveland, Ohio, were elected members of the Sub-specialty Board in 
Cardiovascular Disease for a term of five years beginning July 1, 1956. Drs. Kelly 
and Ernstene replaced Drs. Howard Wakefield, F.A.C.P., and Willard R. Wirth, 
F.A.C.P., whose terms expired July 1, 1956. 

Dr. C. Wilmer Wirts, F.A.C.P., Philadelphia, was elected a member of the Sub- 
specialty Board in Gastroenterology for a term of five years beginning July 1, 1956, 
to replace Dr. Clarence J. Tidmarsh, F.A.C.P., Montreal, Canada, whose term expired 
at that time. 


THE UNIVERSITY OF PENNSYLVANIA GRADUATE SCHOOL OF MEDICINE 


The Graduate School of Medicine of the University of Pennsylvania is the only 
distinct graduate school not attached to or directly affiliated with the school of 
medicine of a university. This School has a separate identity from the Medical 
School of the University of Pennsylvania and offers full-time courses in the basic 
sciences and extending through the various specialties. The full one-year course 
provides only a certificate but the longer courses lead to the degree of Master of 
Science in Medicine. Dr. George Morris Piersol, M.A.C.P., is the Dean. 

250 students are registered for the 1956-57 session. Of these 39 are registered 
in internal medicine, the largest specialty group in the School. 131 registrants are 
from the United States and its territories. Many foreign countries are represented. 


Cornerstone laying ceremonies for a fifteen-story Hall of Residence at New 
York University-Bellevue Medical Center were held on September 26, 1956, at 30th 
Street and the East River Drive, New York City. Dr. George E. Armstrong, 
F.A.C.P., is Vice President tor Medical Affairs of New York University and Director 
of the Medical Center. 

The Hall of Residence is scheduled to be compléted by December of this year 
with occupancy beginning in January 1957. The building will accommodate 366 
students of the Medical Center and 30 students from the College of Dentistry. 
Funds were raised totaling over one million dollars for student housing, equipment 
and related facilities. A substantial gift was received from the Samuel H. Kress 
Foundation and many contributions were received from friends and associates of 
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the Medical Center. An additional $1,650,000.00 was made available through a 
Government loan under the Housing and Home Finance Agency as a College Hous- 
ing Loan under Title IV of the Housing Act. 

This is the fourth main building to be constructed of a $32,000,000.00 develop- 
ment program. Completed are: The Institute of Physical Medicine and Rehabilita- 
tion, thé Medical Science Building, and the Henry W. & Albert A. Berg Institute 
for Experimental Physiology, Surgery and Pathology. Alumni Hall Auditorium 
and Lecture Rooms is scheduled for occupancy in September 1957. A new Univer- 
sity Hospital, now in the planning stage, will complete the Medical Center program. 


THE NATIONAL FOUNDATION FOR INFANTILE PARALYSIS OFFERS 
PosTpOCTORAL FELLOWSHIPS 


The National Foundation for Infantile Paralysis, 120 Broadway, New York 
5, N. Y., announces a series of fellowships for postdoctoral study, including a re- 
search fellowship in medicine and related biological sciences, and others in the 
clinical fields of preventive medicine, rehabilitation, orthopedics, psychiatry, and 
management of poliomyelitis. Details may be obtained from the headquarters of the 
Foundation. 


Dr. Walter L. Palmer, F.A.C.P., President of the American College of Physi- 
cians, addressed the Second National Congress of Medicine, University of Chile, 
Santiago, South America, October 3-8, 1956. Dr. Palmer spent a month touring 
medical centers in South America. Others on the program of the Second National 
Congress of Medicine included Dr. Joseph L. Hollander, F.A.C.P., Philadelphia, and 
Dr. Tinsley R. Harrison, F.A.C.P., Birmingham. 


| Dr. Monroe J. Romansky, F.A.C.P., Washington, D. C., has been elected Presi- 
| dent of the Jacobi Medical Society. 
| 


Dr. Ross T. McIntire, F.A.C.P., Executive Director of the International College 
of Surgeons, was recently honored by President Eisenhower in recognition of his 
outstanding work in organizing and developing the President's Committee on Em- 
ployment of the Physically Handicapped. 


Dr. George F. Schmitt, F.A.C.P., Miami, Fla., is parliamentarian for the Florida 
. State Association of the National Association of Parliamentarians. Dr. Schmitt 
| has also been appointed to the Advisory Board of the Alumni Association of the 
Mayo Foundation. 

Dr. Schmitt (30 Southeast Eighth St., Miami 32, Florida), has published in a 
concise form charts of parliamentary procedure, and will furnish copies to any reader 


who is interested. 


Dr. Howard C. Coggeshall, F.A.C.P., has been elected President of the Dallas 
Southern Clinical Society. Their next Spring meeting will be held March 17-20, 
1957, at the Statler-Hilton Hotel, Dallas, Texas. Drs. Tinsley R. Harrison, F.A.C.P., 
and Wesley W. Spink, F.A.C.P., will be honor guests on the program. 


The Third Annual Meeting of the Academy of Psychosomatic Medicine was 
held in New York City, October 4-6, 1956. A panel on “Obesity—A Psychosomatic 
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Dilemma,” had among its participants Dr. Norman Jolliffe, F.A.C.P., Director of 
Nutrition, City of New York Health Department, and Associate Professor of Nu- 
trition, Columbia University; Martin J. Goldner, M.D., F.A.C.P., Clinical Professor 
of Medicine, State University of New York College of Medicine, and Director of 
Medicine, Jewish Chronic Disease Hospital of Brooklyn; and Wilfred Dorfman, 
M.D., F.A.C.P., a member of the medical staffs of Maimonides and Coney Island 
Hospitals, and of the psychiatric staff of the Brooklyn State Hospital, who served 
as moderator. 

Other participants on the program included Dr. George J. Train, F.A.C.P., 
“Flight Into Health—A Pitfall in the Evaluation of Therapeutic Results”; Irving J. 
Sands, M.D., F.A.C.P., “General Practice—Where the Psyche Meets the Soma”; 
Dr. M. Murray Peshkin, F.A.C.P., moderated a panel discussion on “Psychosomatic 
Aspects of Allergic Diseases.” 

Dr. Dorfman was elected to the post of Historian for the ensuing year. He will 
continue as a member of the Executive Council and as Chairman of the Public Edu- 
cation Committee. Dr. Peshkin will also continue as a member of the Executive 
Council. 


Three Fellowships for study or research in the medical sciences or in the basic 
sciences which contribute to the advancement of human health, are available at the 
Montefiore Hospital, Pittsburgh, Pa. The Committee will consider applicants for 
the Fellowships not only on the basis of high scholastic standing, but also on aptitude 
for research, without limiting the selection of Fellows to residents of any area, and 
without regard to race, color, creed, or religion. Interested persons desiring infor- 
mation may write to Bessie Frank Anathan Fellowship Fund, The Montefiore Hos- 
pital, Fifth Avenue at Darragh St., Pittsburgh 13, Pa. 


The University of Michigan Medical School sponsored a meeting at the Uni- 
versity on October 11, at which several leading medical scientists of the country 
participated in a program discussing unsolved problems of how the body is able to 
use vitamins and other foodstuffs to make energy and tissue. Dr. Frank H. Bethell, 
F.A.C.P., was Chairman, and participants came from various universities throughout 
the country. Dr. Jerome W. Conn, F.A.C.P., of the University of Michigan, pre- 
sented a report on “Primary and Secondary Aldosteronism.” 


The Association of Teachers of Preventive Medicine held its Thirteenth Annual 
Meeting at Atlantic City, N. J., November 11, 1956, under the Presidency of Dr. 
Duncan W. Clark, (Associate). The afternoon program was given over to a series 
of round tables. Dr. Clark, Professor and Chairman of Environmental Medicine 
and Community Heaith, State University College of Medicine at New York City, 
Dr. John P. Hubbard, F.A.C.P., Professor and Chairman of Public Health and 
Preventive Medicine at the University of Pennsylvania School of Medicine, and Dr. 
George Reader, F.A.C.P., Director of the Comprehensive Care and Teaching Program 
at Cornell University Medical College, were among the panelists. Dr. John R. Paul, 
F.A.C.P., Professor of Preventive Medicine at Yale University School of Medicine, 
New Haven, addressed the dinner session on “Experiences in the Soviet Union.” 


“The Borderlines of Cancer” was depicted in a 90-minute program of live closed- 
circuit telecasts on the evening of October 17, 1956, from Tufts University School 
of Medicine and the New England Medical Center in Boston. This was the third 
in the “Grand Rounds” series, and is provided to the medical profession through 


\ 
| 
ag 
; 


Vol. 45, No. 6 COLLEGE NEWS NOTES CXXXi 


the Upjohn Company. Among the guest clinicians were Dr. Edwin B. Astwood, 
F.A.C.P., of Boston, and Dr. Henry L. Bockus, F.A.C.P., Professor and Chairman 
of the Department of Medicine, University of Pennsylvania Graduate School of 
Medicine, Philadelphia. Dr. Alexander Marble, F.A.C.P., of Boston, participated 
in a presentation on oral hypoglycemic agents. 


“Step Lively . . . and Lose Weight” is the title of a simple and safe guide for 
weight reduction, published by the American Dietetic Association, 620 N. Michigan 
Ave., Chicago 11, Il. 


The Medical Society of Virginia conducted its Annual Meeting at Roanoke, Va., 
October 14-17, 1956. Among the invited guests were Dr. Francis Braceland, 
F.A.C.P., President of the American Psychiatric Association, Hartford, Conn., and 
Dr. E. E. Menefee, Jr., F.A.C.P., Associate Professor of Medicine, Duke University 
School of Medicine, Durham, N. C. 


Dr. Harry Walker, F.A.C.P., Professor of Clinical Medicine at the Medical 
College of Virginia, is now Acting Chairman of the Department of Medicine during 
the incapacitation of the Chairman, Dr. William B. Porter, F.A.C.P. 


The Virginia Trudeau Society held its meeting at Richmond, Va., Sept. 26. 
Among their featured speakers were Dr. Esmond R. Long, M.A.C.P., former 
Director of Medical Research for the National Tuberculosis Association and former 
Head of the Henry Phipps Institute of Philadelphia, and Dr. Julius Wilson, F.A.C.P., 
Director of the National Tuberculosis Association Medical [Education Division. 
Dr. E. S. Ray, F.A.C.P., of the Medical College of Virginia, was a panelist on “Home 
Treatment of Pulmonary TB Versus Sanatorium Treatment.” 


Recently the American Heart Association renewed its grants for heart research 
for investigation being pursued by Dr. Reno Porter, F.A.C.P., of the Medical College 
of Virginia. 


SCHOLARSHIPS FOR PosTGRADUATE EDUCATION IN HEALTH PROPOSED 


Announcement was recently made that a bill will be presented to Congress 
proposing “to amend the Public Health Service Act to provide a program of 
| scholarships for postgraduate education.” The bill would provide $250,000 annually 
for five years. The Surgeon General of the Public Health Service would be in- 
structed to determine the need for scholarships in each field relating to Public Health. 
The awards would include the cost of maintenance, tuition, equipment and books. 


Dr. Robert C. Hardin, F.A.C.P., State University of Iowa College of Medicine, 
Iowa City, has received a training grant of $8,000 a year for five years from the 
Institute of Arthritis and Metabolic Diseases, National Institutes of Health, for long- 
term follow-up of patients with diabetes. 


Dr. Lawrence Reynolds, F.A.C.P., Professor of Radiology, was a recipient of 
the honorary degree of Doctor of Laws at the last commencement exercises of Wayne 
University, Detroit. 
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Dr. Louis H. Clerf, F.A.C.P., Emeritus Professor of Bronchoesophagology and 
Laryngology at Jefferson Medical College of Philadelphia, received the 33rd Annual 
Strittmatter Award of the Philadelphia County Medical Society recently. Dr. Clerf 
is a former President of that Society. 


Dr. Sol Katz, F.A.C.P., and Dr. Howard M. Payne, (Associate), both of Wash- 
ington, D. C., addressed the 36th Annual Meeting of the West Virginia Tuberculosis 
and Health Association at Beckley, W. Va., September 13-14. 


The Hematology Research Foundation, 64 W. Randolph St., Chicago 1, IIL, 
has initiated grants-in-aid in hematological research. 


Dr. William C. Menninger, F.A.C.P., Governor of the American College of 
Physicians for Kansas, addressed the 3rd Annual Pacific Northwest Industrial Health 
Conference at Portland, during September, on “Mental Health Problems in Industry.” 
Dr. Menninger also moderated a panel discussion in which the viewpoints of manage- 
ment, the industrial physician, the industrial nurse, and the plant worker were 
presented. 


Dr. W. Edward Chamberlain, F.A.C.P., of Philadelphia, has been installed as 
President of the American Roentgen Ray Society. His inaugural address, “Benefits 
to Mankind Through Integration of Physiology and Radiology,” was given at that 
Society’s 57th Annual Meeting at Los Angeles, September 25-28. 


Dr. J. Lamar Callaway, F.A.C.P., Durham, N. C., was recently elected Secretary 
of the American Dermatological Association. 


Dr. Henry H. Turner, F.A.C.P., Oklahoma City, and Dr. Franz K. Bauer, 
(Associate), Los Angeles, were elected Vice President and Vice President-Elect, 
respectively, of the Society of Nuclear Medicine, recently. 


Dr. Dwight L. Wilbur, Regent, San Francisco, officially represented the Presi- 
dent and Officers of the American College of Physicians at the Forty-second Annual 
Clinical Congress of the American College of Surgeons at San Francisco, October 
8-12, 1956. 


FouNDATIONS’ FuND FOR RESEARCH IN PSYCHIATRY 


The number of highly qualified scientists engaged in mental health research is 
relatively small despite the widespread recognition of the importance of such research. 
Psychiatrists are, for the most part, involved in clinical practice, and their profes- 
sional training does not usually provide them with the specialized skills needed for 
research. Biologists and social scientists doing research in the area of mental health 
are often unfamiliar with clinical problems. The need for comprehensive research 
training in this field is said to remain acute. In order to assist in the development 
of highly qualified investigators in the mental health field, the Ford Foundation, on 
January 12, 1956, awarded a grant of $3,682,000 to the Foundations’ Fund for Re- 
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search in Psychiatry. This sum is to be expended or committed during a period of 
five years. 

The Program supported by this grant consists of three parts: (1) advanced 
fellowships; (2) summer stipends for medical students; and (3) funds for staff 
appointments. 

Further details about these fellowships may be obtained by inquiry to the Founda- 
tions’ Fund for Research in Psychiatry, 251 Edwards St., New Haven 11, Conn. 


“MepicAL Horizons” 


“Medical Horizons” is the title of a series of television broadcasts organized 
and conducted by Ciba Pharmaceutical Products, Inc., Summit, N. J. Among the 
Fellows of the College who have participated prominently in these programs are Dr. 
Nathan Kline, F.A.C.P., Rockland State Hospital, Orangeburg, N. Y., (Sept. 30); 
Dr. Howard Rusk, F.A.C.P., Institute for Mental and Physical Rehabilitation, New 
York, N. Y., (Oct. 7); Rear Admiral Bartholomew W. Hogan, F.A.C.P., Surgeon 
General of the U. S. Navy, (Oct. 14). The programs are scheduled each Sunday 
afternoon at 4:30 p.m. (EST). 


“First A PHYSICIAN” 


“First A Physician,” a dramatic motion picture portraying the role of the radi- 
ologist on the medical team, had its premiere showing at the annual meeting of the 
Roentgen Ray Society at Los Angeles in September. The film was produced by the 
Du Pont Company in codperation with the American College of Radiology. It 
depicts facets of diagnostic and therapeutic radilogy in the finding and treatment of 
various human ailments and diseases, including cancer. In the non-technical 27- 
minute color film are, in addition to the radiologist, these members of the medical 
team: family physician, surgeon, intern, nurse, psychiatrist, x-ray technician, and 
anesthesiologist. The film is now available in 16 mm prints for showing to medical, 
civic, school, and other interested groups throughout the country. Applications 
should be made to the Du Pont Public Relations Dept., Wilmington 98, Del. 


Dr. Theodore G. Klumpp, F.A.C.P., President of Winthrop Laboratories, was 
recently awarded an honorary membership in the American Hospital Association. 
The citation, in part, read: “for outstanding contributions made to the health field 
through exemplary, selfless service to various commissions, committees and organi- 
zations . . . (and) your service on the Commission on Chronic Illness and the 
: inspired leadership you gave to the Medical Services Task Force of the Hoover 
Commission.” 


Dr. Perk Lee Davis, F.A.C.P., Paoli, Pa., took part in a Symposium on Diseases 
of the Chest at the Mayo Clinic Reunion from September 26 to 29. 


Dr. Edgar V. Allen, F.A.C.P., Rochester, Minn., was installed as President of 
the American Heart Association at its meeting in Cincinnati, Ohio, October 26- 
November 2, 1956. Dr. Allen succeeded Dr. Irvine H. Page, F.A.C.P., of Cleveland, 
who will become Chairman of the Scientific Council. Among the medical and 
scientific leaders appearing on the program, almost without exception, they were 
members of the American College of Physicians. 
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CLEVELAND HEALTH MusEUM 


The Cleveland Health Museum is dedicated to the purpose of promoting better 
health through the development of exhibits, models, slides, and other instrumentalities 
of visual means. “How to Make Health Visible” is the title of its catalogue “of 
effective tools for promoting better health.” The Cleveland Health Museum Work- 
shop is a pioneer and leader in the creative field of exhibits. Among its notable 
advances has been perfection of plastic processes which give modern exhibition a 
“new look.” Exhibits have been already developed in six categories: Section I— 
Human Biology; Section Il—Dickinson-Belskie Collection; Section I1I—Growth 
and Development; Section IV—Nutrition; Section V—School Health; Section VI— 
Medicine and Public Health. 

The catalogue carries a listing, description, and in many cases illustrations of the 
exhibits that have already been prepared. Many of these exhibits are available for 
loan. Furthermore, there is an extensive health film library available for viewing 
or for loan to group meetings. The Museum, also, has made a series of slides avail- 
able both for loan and for duplication, except where otherwise noted. 

The catalogue is available, $1.00 per copy. The address of the Museum is 8911 
Euclid Ave., Cleveland 6, Ohio. 


LestER TAyLor MEMORIAL SCHOLARSHIP 


A $500 scholarship, named for the Cleveland Health Museum's first president, 
has been made available by the Women’s Committee of the Museum to any qualitied 
graduate student interested in: (1) school health education; (2) visual methods in 
health education; (3) educational work in museums. 

Special projects, tailored to the interests and requirements of the candidate, are 
set up for completion in from one to three months. All projects must be completed 
on the Museum premises under the direction and supervision of its professional staff, 
and a written report of the project is required. 

A tuition fee of $100 will be paid to the Museum from the $500 stipend. The 
remainder is paid directly to the candidate for living and other expenses. 

Requests for applications may be sent to Bruno Gebhard, M.D., Director, Cleve- 
land Health Museum, 8911 Euclid Ave., Cleveland 6, Ohio. 


U. S. Atomic ENERGy CoMMISSION OFFERS SPECIAL FELLOWSHIPS 
IN INDUSTRIAL MEDICINE 


The Atomic Energy Commission offers fellowships which provide advanced 
training and on-the-job experience in the field of Industrial Medicine, particularly 
in relation to the atomic energy industry. The selection of Fellows is made by the 
Atomic Energy Commission on recommendation of the Committee on A.E.C. Fellow- 
ships in Industrial Medicine. For the academic year 1957-1958, eight Fellowships 
will be available. 

The Fellowships are open to men and women physicians who are citizens of the 
United States, who have graduated from an approved medical school at least two 
years prior to beginning tenure of the Fellowship and who are licensed to practice 
medicine in one of the states or territories of the United States. Successful candi- 
dates will be required to have a full F.B.I. background investigation and to be cleared 
by the Commission prior to award of a Fellowship. 

The stipend during a Fellowship or academic year is $3600, This is usually 
divided into a minimum of 9 or a maximum of 12 equal payments, depending upon the 
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starting date elected by the Fellow. Certain additional amounts are allowed for can- 
didates who are married, and for dependent children. 

The Fellowship year of academic training may be taken at a university offering 
an approved graduate course in Industrial Medicine which can provide special train- 
ing facilities in the health problems associated with the Atomic Energy Program. 

Applications for the academic year 1957-1958 should be filed before January 1, 
1957. Inquiries should be addressed to A.E.C. Fellowships in Industrial Medicine, 
Atomic Energy Project, University of Rochester School of Medicine and Dentistry, 
Rochester 20, N. Y., Attention of Dr. Henry A. Blair. 


ARMED Forces MepicAL Liprary TRANSFERRED 


The Armed Forces Medical Library was transferred on October 1, 1956, to the 
Public Health Service, Department of Health, Education, and Welfare. 

The Armed Forces Medical Library was founded in 1836 as the Library of the 
Surgeon General's Office, U. S. Army. Today it is one of the largest and most 
important medical libraries in the world. Jt contains almost a million volumes, 
representing literature on medicine, dentistry, pharmacy, and allied sciences in all 
languages and of all times. Its books are loaned to other libraries throughout the 
United States. 

In administering the National Library of Medicine, the Surgeon General of the 
Public Health Service will be assisted by a Board of Regents consisting of ten persons 
to be appointed by the President and confirmed by the Senate. Ex officio members 
of the Board will be the Surgeons General of the Public Health Service, the Army, 
Navy, and Air Force, the Chief Medical Director of the Department of Medicine and 
Surgery of the Veterans’ Administration, the Assistant Director for Biological and 
Medical Sciences of the National Science Foundation, and the Librarian of Congress. 

The National Library of Medicine Act also authorizes the construction of ade- 
quate facilities to house the Library on a site to be selected by the Surgeon General 
of the Public Health Service at the direction of the Board of Regents. 


DERMATOLOGIC RESEARCH AND TEACHING FELLOWSHIPS 
A number of dermatologic research and teaching fellowships have been made 
available at the New York Skin and Cancer Unit of the New York University- 


Bellevue Medical Center, it has been announced by Dr. Marion B. Sulzberger, 
F.A.C.P., Director of the service. 
| These fellowships are available on two levels. One is for dermatologists who 


have completed their three-year, full-time training in dermatology and who are 
desirous of embarking on or continuing in a research or teaching career in special 
fields of dermatology—immunology, mycology, oncology, physiology, radiation (in- 
cluding radioactive isotopes). This fellowship pays a stipend of $7,000 a year. 
The second type of fellowship, at $5,000 annually, is available to graduate stu- 
dents or residents who have completed their basic science year at a recognized insti- 
tution and who plan to do research or to assist in teaching in special fields. 
Applicants should apply to the Director, Service of Dermatology, New York 
Skin and Cancer Unit, 330 Second Ave., New York 3, N. Y. 


Maj. Gen. Paul I. Robinson, F.A.C.P., has been appointed Executive Director 
of the new dependents’ civilian medical care program, according to the Army Surgeon 
General. He will head a program established to implement a bill enacted by Congress 
on June 7 providing for medical care in civilian facilities to dependents of active 
duty military personnel of the “uniformed services.” He will be particularly con- 
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cerned with the arrangement for medical care received from civilian sources for the 
wives and chiidren of those in the Army, Navy, Air Force, Public Health Service, 
Coast and Geodetic Survey, and the Coast Guard. Approximately 800,000 persons 
in this category have not received medical care previously because they have not 
resided near military medical facilities. 


UNIVERSITY OF PENNSYLVANIA’s NEw DonNER CENTER FOR RADIOLOGY 


The University of Pennsylvania has broken ground for the construction of its 
new William H. Donner Center for Radiology, and expects to complete this structure 
by late 1957 or early 1958. 

The Center will bear the name of the late William H. Donner, Pennsylvania 
industrialist and philanthropist, in recognition of his long interest in radiological 
diagnosis and treatment. The Donner Foundation, which he founded, has made a 
grant of $750,000 to the University to establish this radiology center. 

Physicians, chemists, and physicists will carry on codperative research projects 
in the new Center. These will be in the fields of radioactive isotopes, high energy 
radiation, and similar projects with special significance in the field of medical sciences. 

The new Center will consist of three floors, providing 16,000 square feet of floor 
space, and will be connected with the present Department of Radiology of the Uni- 
versity Hospital. 


At a ceremony at the Cuban Embassy in Washington in September, Dr. Miguel 
Angel Campa, Cuban Ambassador, conferred upon Lt. Col. William H. Crosby 
(Associate), Chief of the Department of Hematology, Walter Reed Army Institute 
of Research, the decoration of the National Order of Merit “Carlos J. Finlay.” 

The Finlay Order of Merit was created in 1928 to honor those Cuban citizens 
or foreigners who made exceptional contributions to public health in the Republic 
of Cuba. It was named after Carlos J. Finlay, the Cuban doctor who collaborated 
with Maj. Walter Reed in discovering the rdle of the mosquito in yellow fever. 

Col. Crosby is Chief of the Walter Reed Hematology Department and previously 
served as Medical Specialist, Queen Alexandra Military Hospital, London, England. 
He holds the Bronze Star Medal with two Oak Leaf Clusters. He is the second 
American Medical Corps Officer to be made a member of the Finlay National Order. 


BorpEN AWARD IN NUTRITION 


The American Institute of Nutrition is inviting nominations for the 1957 award 
and gold medal made available by the Borden Company Foundation. The award is 
given in recognition of distinctive research by investigators in the United States and 
Canada in which have been emphasized the nutritive significance of the components 
of milk or of dairy products. The award will be made primarily for the publication 
of specific papers during 1956, but the award may be given for important contribu- 
tions made over a more extended period of time. For details, consult Cosmo G. 
Mackenzie, Sc.D., Department of Biochemistry, University of Colorado School of 
Medicine, 4200 E. Ninth Ave., Denver 7, Colo. 


AWARDS IN DERMATOLOGY 


The American Dermato!sgical Association is offering a series of awards for 
original work related to some fundamental aspect of dermatology or syphilology. 
The awards consist of four, in amounts of $500, $400, $300, and $200. For infor- 
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mation consult Dr. J. Lamar Callaway, Secretary, American Dermatological Asso- 
ciation, Duke Hospital, Durham, N. C. 


Dr. John D. Hallahan, (Associate), has been promoted to Associate in Internal 
Medicine at Temple University School of Medicine, Philadelphia. Dr. Jacob 
Zatuchni, F.A.C.P., was promoted to Assistant Professor of Internal Medicine. 


The College of General Practitioners of Great Britain has received a large gift 
of money to build a new headquarters in London to serve its 3,660 members and 
associates in Great Britain and overseas. At present, the college has its offices in 
Chelsea and holds its meetings in the hall of the Society of Apothecaries. The new 
site will be adjacent to the Royal College of Surgeons. 


Dr. Stewart G. Wolf, F.A.C.P., Oklahoma City, and Dr. Eugene A. Stead, Jr., 
F.A.C.P., Durham, N. C., addressed the 8th Annual Meeting and Scientific Sessions 
of the Georgia Heart Association at Savannah, Sept. 14-15, their subjects being, 
respectively, Preliminary Study of Lipoproteins and Life Adjustment in Coronary 
Occlusion; Personality and Hypertension, and The Autonomic Nervous System and 
the Circulation. 


Dr. Harold Brandaleone, F.A.C.P., Assistant Clinical Professor of Medicine at 
the New York College of Medicine, was recently elected Treasurer of the Alumni 
Federation of New York University. In 1954-55 he served as its President. Dr. 
Brandaleone is also President of the New York State Society of Industrial Medicine, 
and Medical Director of the Third Avenue Transit System. 


Dr. Irving S. Wright, F.A.C.P., College Governor for Eastern New York, 
addressed the XIV Congress of Internal Medicine of the Sceviet Union at Moscow 
during October. 


Dr. William B. Bean, M.D., F.A.C.P., Professor and Head of the Department 
of Internal Medicine, State University of Iowa College of Medicine, was a visiting 
lecturer at the University of Miami College of Medicine, Miami, Florida, during the 
week of September 16-21, 1956. 


Dr. Lewis E. January, F.A.C.P., Professor of Medicine at State University of 
Iowa College of Medicine, has received a grant of $6,000.00 from the American 
Heart Association for continuation of the cardiac in agriculture demonstration in 
Washington County, Iowa. 


Dr. Henry Clagett, Jr., F.A.C.P., Wilmington, Delaware, has been made Editor 
of the Delaware State Medical Journal. 


The Twenty-Fourth Annual Assembly of the Omaha Mid-West Clinical Society 
was held at Omaha, October 29-November 1, 1956. Among the guest speakers and 
their subjects were the following: Dr. George C. Griffith, F.A.C.P., Los Angeles, 
Anticoagulants in Cardiovascular Disease—The Differential Diagnosis of Chest Pain 
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—The Management of Congestive Failure—The Management of Cardiac Ar- 
rhythmias; Dr. Chester S. Keefer, F.A.C.P., Boston, Medical Problems in People 
Over Sixty-Five Years of Age—Complications of Antibiotic Therapy—Chronic 
Pyelonephritis, Its Natural History and Course—Anti-Infective Therapy, Current 
Problems. 


Dr. C. Wilmer Wirts, M.D., F.A.C.P., Associate Professor of Medicine, Jef- 
ferson Medical College, has been appointed Director of the Postgraduate Institute of 
the Philadelphia County Medical Society. 


At the election of officers of the California Society of Internal Medicine, Sep- 
tember 29, 1956, Dr. William C. Mumler, (Associate), Los Angeles, was elected 
President, and Dr. Robert L. Smith, Jr., F.A.C.P., of San Francisco, was elected 
Vice President. 

Dr. Thurman K, Hill, (Associate), Santa Barbara; Dr. Walter P. Martin, 
F.A.C.P., Long Beach; Dr. Paul V. Morton, (Associate), San Jose; Dr. James H. 
Thompson, F.A.C.P., San Francisco, were reélected to the Council for another year. 

New members on the Council are Dr. Edward Shapiro, (Associate), Beverly 
Hills; and Dr. Joseph F. Sadusk, Jr., F.A.C.P., Oakland. 


Dr. David B. Carmichael, M.D., (Associate), has been appointed Director of The 
Heart Center in Sharp Memorial Community Hospital. 


Dr. F. A. L. Mathewson, F.A.C.P., was elected president of the Canadian Heart 
Association, at its annual meeting in Quebec city in June 1956. Dr. Mathewson is 
also director of the Canadian Heart Foundation. 


Dr. Thomas M. Rivers of New York City, formerly Vice President of the 
Rockefeller Institute for Medical Research, has been appointed Medical Director of 
the National Foundation for Infantile Paralysis, it has been announced by Mr. Basil 
O’Connor, President of the March of Dimes organization. Dr. Rivers took over 
his new post on November 1, and succeeds Dr. Hart E. Van Riper. 


Initial grants totalling $765,159 to assist in the construction of medical research 
facilities were announced in October by Dr. Leroy E. Burney, F.A.C.P., Surgeon 
General of the Public Health Service, Department of Health, Education, and Wel- 
fare. These are the first Federal grants under a 3-year, $90-million program enacted 
by the recent Congress to aid public and private institutions in building more and 
better research facilities. Dr. Burney’s approval of the grants was based on the 
recommendation of the newly created National Advisory Council on Health Research 
Facilities. Grants must be matched on a 50-50 basis by the institutions. 

Among the institutions named in this first award were: Massachusetts General 
Hospital, Albany Medical College, Christ Hospital Institute of Medical Research of 
Cincinnati, University of Pennsylvania, University of Minnesota Medical School, 
University of Minnesota College of Medical Sciences, and Georgetown University. 


The U. S. Department of Health, Education, and Welfare has announced the 
appointment of a government advisory committee to study and develop methods of 
adapting hospital facilities and services more closely to the varying needs of patients. 
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The objective will be to help hospitals in their efforts to improve care, and to 
reduce costs particularly for patients who need only limited services. Dr. Russell 
A. Nelson, F.A.C.P., Director of Johns Hopkins Hospital, Baltimore, Md., has been 
appointed Chairman, and the Committee has been officially named “The Advisory 
Committee on Hospital Facilities and Services.” The Committee will work closely 
with Dr. Lowell T. Coggeshall, F.A.C.P., Special Assistant to Secretary Marion B. 
Folsom for Health and Medical Affairs. 


The New York University Post-Graduate Medical School conducted two post- 
graduate courses during November under the direction of Dr. J. Scott Butterworth, 
F.A.C.P., in Cardiac Roentgenology and Electrocardiography, respectively. 

Numerous other short courses are offered at this institution from time to time, 
and further information may be obtained from the Dean, New York University Post- 
Graduate Medical School, 550 First Ave., New York 16, N. Y. 


Dr. David I. Abramson, F.A.C.P., Head of the Department of Physical Medicine 
and Rehabilitation of the University of Illinois, Research and [:ducational Hospitals, 
Chicago, is author of a new book on Diagnosis and Treatment of Peripheral Vascular 
Disorders, published in August, 1956, by Paul B. Hoeber, Inc., New York. 


Dr. Andrew L. Banyai, F.A.C.P., Milwaukee, Wis., has been awarded the Carlo 
Forlanini gold medal of the Italian Federation Against Tuberculosis at the IV Inter- 
national Congress on Diseases of the Chest held in Cologne, Germany, during August 
of 1956. This award was given in recognition of his clinical research work in chest 
diseases, particularly for the introduction of artificial pneumoperitoneum in the treat- 
ment of pulmonary tuberculosis. Dr. Banyai is Associate Clinical Professor of 
Medicine at Marquette University School of Medicine, and past President of the 
American College of Chest Physicians. 


Dr. William Dock, F.A.C.P., for many years Professor of Medicine at State 
University of New York, College of Medicine at New York City, joined the Palo 
Alto Clinic, 300 Homer Ave., Palo Alto, Calif., on October 1, 1956. 


Dr. Edmond K. Doak, F.A.C.P., has been reappointed Governor for the State 
of Texas for the American Diabetes Association. 


Dr. Nathaniel E. Reich, F.A.C.P., gave an address on August 14, 1956, before 
the faculty and members of the Research Institute of the Academy of Medical Sciences 
in Moscow, USSR, prior to his address at the international meeting of the <.merican 
College of Chest Physicians in Cologne, Germany, on August 22, 1956. 


Dr. John S. LaDue, F.A.C.P., of Cornell University Medical School, New York 
City, delivered an address entitled, “The Management and Care of the Patient with 
Inoperable and Terminal Cancer,” before the annual series of cancer lectures of 
Northwestern University Medical School at Chicago, on November 21. 


Among the distinguished guest speakers at the 34th Annual Fall Clinical Con- 
ference of the Kansas City Southwest Clinical Society were the following Fellows of 


af 
| 
| 
q 
ny 
| 
| 
| 
on 
AL 
f 
\ 
4) 
| 


cxl COLLEGE NEWS NOTES December 1956 


the College: Dr. W. A. D. Anderson, Miami, Fla., “Tumors of Childhood”; Dr. 
Laurance W. Kinsell, Oakland, Calif., “Observations Regarding the Clinical and 
Experimental Use of the Insulin Sparing Sulfonamides”; Dr. Edgar Hull, New 
Orleans, La., “Emergency Use of Corticoids and Corticotropins”; Dr. Carl V. Moore, 
St. Louis, Mo., “Thrombocytopenic Purpura, Its Pathogenesis and Treatment.” 


Dr. Cecil J. Watson, Minneapolis, has been elected President of the Minnesots 
chapter of the Arthritis and Rheumatism Foundation. 


Dr, Thaddeus D. Labecki, F.A.C.P., Jackson, Miss., and Dr. E. Hugh Luckey, 
F.A.C.P., New York City, addressed the Sixth Annual Scientific Assembly of the 
Ohio Academy of General Practice, Sept. 19-20. Their respective subjects were: 
“Trends in Pediatric, Adult, and Geriatric Nutrition” and “Management of Con- 
gestive Heart Failure.” 


The University of Tennessee College of Medicine, Memphis, will offer a short 
postgraduate course, Selected Problems in Internal Medicine, May 22-24, 1957. 


The 4th Annual Tennessee Valley Medical Assembly held at Chattanooga, Tenn., 
Oct. 1-2, was addressed by the following Fellows of the American College of Phy- 
sicians: Dr. Walter C. Alvarez, Chicago, New Observations on Little Strokes; Dr. 
Philip S. Hench, Rochester, Minn., Treatment of Rheumatoid Arthritis; Dr. Eugene 
P. Pendergrass, Philadelphia, Responsibility of the General Practitioner and the 
Radiologist in Diagnosis of Curable Cancer of the Lung; Dr. Tom D. Spies, Birming- 
ham, Ala., Recent Advances in Treatment of Nutritional Disorders; Dr. Francis 
E. Senear, Chicago, Diagnosis and Treatment of the Bullous Dermatoses; Dr. Henry 
L. Bockus, Philadelphia, Chronic Regional Enteritis; The Acute Abdomen. 


Dr. Frank W. Otto, F.A.C.P., Los Angeles, has been appointed Chief Advisor 
to the Department of Mental Hygiene of the State of California. He proposes to 
elevate standards of both private and state institutions throughout the State. 


Dr. Lester Meister, (Associate), Long Beach, Calif., has been advanced to 
Associate Clinical Professor of Medicine at the University of California at Los 
Angeles. 


Dr. Stephen Elek, F.A.C.P., Los Angeles, has been promoted to the position 
of Associate Clinical Professor of Medicine at the University of Southern California. 


Dr. Herbert McCoy, (Associate), La Jolla, has been elected to the Board of 
Directors of the San Diego Heart Association. Dr. McCoy is the Chief of the 
Medical Service at Scripps Memorial Hospital and Head of the Medical Department 
of Casa de Manana. 


Dr. Wetherbee Fort, F.A.C.P., Baltimore, is Treasurer of the Medical and 
Chirurgical Faculty of the State of Maryland. 
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Dr. Walter E. Vest, F.A.C.P., Huntington, W. Va., former Governor of the 
American College of Physicians, has been elected to membership on the Council on 
Constitution and By-Laws of the American Medical Association. 


Dr. Donald R. Fitch, (Associate), Glendale, Calif., addressed the Annual Meet- 
ing of the Academy of General Practice at Los Angeles, Oct. 15, on “Aftercare of 
the Operated Peptic Ulcer.” 


Dr. Marion A. Blankenhorn, F.A.C.P., Cincinnati, Ohio, has been appointed 
Director of Education in the Department of Internal Medicine of the Jewish Hospital 
in that city. He retired last year as the Taylor Professor of Medicine and Director 
of the Department of Internal Medicine in the University of Cincinnati College of 
Medicine, and as Director of the Medical Service at the Cincinnati General Hospital. 
He was appointed to those posts in 1935, and he remains as Professor Emeritus at the 
University of Cincinnati College of Medicine. 

Dr. Blankenhorn has been in the past the Governor of the American College 
of Physicians for the State of Ohio, and a member of its Board of Regents. During 
the past year he has been the Director of the Study of Hospital Standards in Medi- 
cine for the College. It is anticipated that in his new position he will still continue 
his participation in the work for the American College of Physicians. 


A.M.A. PuHysicIAns’ PLACEMENT SERVICES 


The American Medical Association operates a nation-wide network of state 
| medical society services, including a physicians’ placement service, bringing together 
| communities seeking doctors and doctors seeking a place to practice. Although the 
emphasis remains on the general practitioner and the community, group practice 
' units, industry, government agencies, and even hospitals are making more and more 
| use of these services and, as a result, are bringing the various specialties into the 
picture. Full detaiiz are available through Dr. Willard A. Wright, Chairman, Com- 


mittee on Medical and Related Facilities, American Medical Association, 535 N. 
Dearborn St., Chicago 10, IIl. 


RESIDENCIES IN PSYCHIATRY AVAILABLE 


The Veterans Administration Hospital, Lyons, N. J., has available residencies 
in Psychiatry for a one to three-year period which are fully accredited by the Ameri- 
can Board of Psychiatry and Neurology. The training program consists of lec- 

; tures, conferences, and seminars under the direction of the Department of Psychiatry, 

New York Medical College, and offers intensive training, both intramurally and 
through rotation in special hospitals and clinics in the adjacent area. There is, in 
addition, a series of extensive guest lecturers as well as an Annual Institute at the 

Training may commence at any time. 


hospital. 


At the last annual meeting of the Omaha Mid-West Clinical Society on December 
3, 1956, Dr. Donald J. Wilson, F.A.C.P., was elected a member of the Executive 
Committee. Dr. Edmond M. Walsh, F.A.C.P., College Governor for Nebraska, is 
also a member of this Committee. Drs. Henry J. Lehnhoff, Jr., F.A.C.P., and John 
D. Hartigan (Associate), were named co-chairmen of the specialty section of internal 


medicine. 
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FELLOWSHIP IN HEMATOLOGY 


A one-year appointment (option of renewal) beginning July 1, 1957, is available 
in the Department of Medicine, University of Maryland School of Medicine. Annual 
stipend $3,000 to $3,500, dependent on marital status. The fellowship offers oppor- 
tunities for training in clinical hematology as well as investigative work in this field. 
Inquiries should be addressed to Dr. Milton S. Sacks, F.A.C.P., Professor of Clinical 
Medicine, University Hospital, Baltimore 1, Md. 


CORRECTIONS 


In the Abstract of Minutes of the Joint Executive Session of the Board of 
Regents and Board of Governors, published in this journal, Vol. 45, No. 4 (October, 
1956), page xciv, reference was made to the report of the Committee on Certification 
of Non-Medical Personnel, “clinical pathologists” were mentioned in error among 
certain groups of non-physicians. The Committee’s report referred only to non- 
physician specialists. 

In the November issue of the ANNALS OF INTERNAL MEDICINE, page 104, the 
current personnel of the Board of Governors of the American College of Physicians 
was published. The present Governor of the College for the United States Public 
Health Service is Dr. Leroy E. Burney. Dr. Leonard A. Scheele retired several 
months ago as the Surgeon General of the Public Health Service and as the College 
Governor for that Service. 
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OBITUARIES 


DR. ANTON JULIUS CARLSON 


Anton J. Carlson, M.A.C.P., formerly professor and chairman of the department 
of physiology at the University of Chicago, died of cancer, September 2, 1956, in 
Albert Merritt Billings Hospital. 

Dr. Carlson was born in Sweden, January 29, 1875, and came to America in 1891. 
He received his B.S. degree from Augustana College in 1898 and his Ph.D. degree 
from Stanford University in 1903. He served as research assistant in physiology at 
Stanford and then became associated with the Carnegie Institution. In 1904 he 
joined the faculty of the University of Chicago where, in 1929, he became Frank 
P. Hixon Distinguished Service Professor. 

He was Secretary of the Section on Pathology and Physiology of the American 
Medical Association from 1912 to 1914. He became Chairman, serving until 1915. 
In 1946 he was the recipient of the Distinguished Service Medal of the American 
Medical Association. He received the Distinguished Service Citation of the Min- 
nesota State Medical Association and in 1953 was voted humanist of the year. He 
was awarded honorary degrees (M.D., LL.D., and Sc.D.) by eight universities and 
colleges. 

He was President of the American Physiological Society, the Institute of Medi- 
cine of Chicago, American Association of University Professors, Federation of 
American Societies for Experimental Biology, American Association for the Ad- 
vancement of Science, National Society for Medical Research, Research Council on 
Problems of Alcohol, and the Chicago Committee on Alcoholism. 


During World War I he was assigned to the Sanitary Corps as a Lieutenant 
Colonel in the United States Army and worked with the American Relief Expedition 
in Europe. 


Dr. Carlson became a Fellow of the American College of Physicians in 1926, and 
was elected a Master of the College in 1947. He contributed frequently to the 
literature of experimental physiology and was the author of several books. 

Dr. Carlson was one of the giants of modern physiology. He trained hundreds 
of medical students in physiology as well as specialists in physiology who are now 
chairmen of physiology departments in various schools throughout the United States. 
Many of his students for advanced degrees in physiology have become distinguished 
physicians. 

He was always fearless and outspoken. He was aware of how little we really 
know and had no use for sham and pretense. Pretense was a deadly sin with him. 
While he was fearless and outspoken, his conversation was usually spiced with quick 
humor. 

To his students he was always referred to as “Ajax,” and his favorite question, 
“Vat is de effidence ?”. 

Carlson is dead, but his attitude and spirit will live forever in those whom he 
taught, stimulated and inspired. He is survived by his widow, Esther, who lives at 
5228 S. Greenwood Ave., Chicago 15, Ill. 


Howarp WAKEFIELD, M.D., F.A.C.P., 
Governor for Northern Illinois, A.C.P. 
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DR. HARRY A. ALEXANDER 


Dr. Harry A. Alexander, F.A.C.P., was born in Indianapolis, Ind., August 29, 
1899, and died in Boulder, Colo., April 15, 1956. He was educated at Butler College 
and the University of Indiana, receiving both Bachelor of Science and Doctor of 
Medicine degrees. He was a member of Sigma Chi and Phi Rho Sigma fraternities. 

He interned in the Indiana City Hospital, 1926-1927, and then engaged in private 
practice in Indiana. He later moved to Boulder, Colo., to be associated with Dr. 
O. M. Gilbert, but in 1932 began his own private practice. 

Dr. Alexander was a member of the Boulder County and Colorado Medical 
Associations, and the American Medical Association. He became a Fellow of the 
American College of Physicians in 1944. He was active in the Congregational 
Church, having served it as moderator. His hobby was the cultivation of roses, for 
which he received more than state-wide recognition. 

Dr. Alexander had distinguished service with the Army Medical Corps in World 
War II, having been commissioned a major. His assignments included posts in 
England, France and Germany. He returned to the States in July, 1945 on a 30-day 
leave after 18 months overseas service. He was then detached from a China-Burma- 
India Hospital Group just 24 hours before it was to leave an European port. His 
next assignment was service in the South Pacific, but the end of the war caused him to 
be assigned to service in the U. S. until November, 1945, when he was placed on 
terminal leave. 

Besides his wife, Rebecca, a daughter and two sons survive. 


LAWRENCE W. Hotpen, M.D., F.A.C.P. 


DR. GEORGE ERICK BELL, SR. 


George Erick Bell, Sr., M.D., F.A.C.P., of Wilson, N. C., died unexpectedly 
of a heart attack on May 26, 1956, at Morehead City, N. C. He was born April 7, 
1893, the son of a physician of Wakefield, Wake County, N. C., and was a graduate 
of Wake Forest College (1919) and Jefferson Medical College of Philadelphia (1921), 
after military service as a hospital apprentice in the U. S. Navy. After internship 
in Philadelphia he entered the general practice of medicine in Wilson in 1922. In 
1931, he joined the staff of Woodard-Herring Hospital, with special interest in 
Pediatrics. From 1949 to 1951 he was President of the Staff. 

His many medical and civic interests included the Wilson County Medical Society 
(President, 1925), Wilson County Board of Health (1928-47), Medical Director, 
Sudan Temple (Shrine, 1933-47, Potentate, 1948), Seaboard Medical Society 
(President, 1942), the North Carolina State Medical Society, and the Southern 
Medical and American Medical Associations. He was elected to Fellowship in the 
American College of Physicians in 1939, 

Dr. Bell served as a Trustee of the Eastern North Carolina Sanatorium after 
being Chairman of the Building Committee, and was a Trustee of Wake Forest 
College. In 1955, he was named “General Practitioner of the Year” by the North 
Carolina Medical Society. 

Survivors include Mrs. Bell, the former Inza Tomlinson, and two daughters, 
Mrs. Hubert Walston and Joanne Bell (1501 West Nash St., Wilson, N. C.), and 
Dr. George Erick Bell, Jr., Resident in Orthopedic Surgery, Duke Hospital, Durham, 
N. C. 

Exvsert L. Persons, M.D., F.A.C.P., 
Governor for North Carolina, A.C.P. 
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DR. WILLIAM MORGAN BRACE 


Dr. William Morgan Brace, a Fellow of the American College of Physicians 
since 1931, died on April 23, 1956, aged 62, of fibrosis of the lungs and cor pulmonale. 

Dr. Brace was born at Detroit, Michigan, June 12, 1894. He received his A.B. 
degree in 1918 and his M.D. degree in 1923, from the University of Michigan. His 
Junior Internship was spent at the Maryland General Hospital in Baltimore; his 
Senior Internship at the University of Michigan Hospital, the latter extending over 
four years. He had served on the faculty of the University of Michigan Medical 
School in various capacities—Instructor in Public Health and Hygiene, Senior 
Medical Adviser, Assistant Professor of Public Health and Hygiene. He had served 
respectively as Secretary, Treasurer and President of the Washtenaw County Medical 
Society; he was a member of the Michigan State Medical Association and a Fellow 
of the American Medical Association. His early publications appeared in such well- 
known journals as the ANNALS OF INTERNAL MEDICINE. 


DR. WALTER PAUL DAVENPORT 


Dr. Walter Paul Davenport, F.A.C.P., died in Minneapolis, Minnesota, on July 
17, 1956. He was a graduate of the University of Illinois College of Medicine and 
of the Army Medical School, Washington, D. C. He was a member of the Medical 
Department of the United States Army from 1913 to 1945, retiring as a Colonel. 

Dr. Davenport had a long and distinguished career. He was Director of Medical 
Relief in the Near East in 1919 and 1920. He was Associate Director of Medical 
Relief of the American Relief Administration during the Russian famine in 1921 
to 1924. He was a member of General Eisenhower’s staff at Supreme Headquarters 
in World War II and was Chief Surgeon in the Antilles Department, United States 
Army, 1940-1943. In this latter capacity as the Department Surgeon he was re- 
sponsible for the great expansion of personnel that took place during this time. He 
was a member of the American Medical Association and a Fellow in The American 
College of Physicians (1943). He is survived by his widow, Mrs. Lillian (Leed- 
strom) Davenport and two daughters, Mary L. and Jane A. 


WEsLEY W. Spink, M.D., F.A.C.P., 
Governor for Minnesota 


DR. HARRY ARNOLD DURKIN 


Dr. Harry Anthony Durkin, F.A.C.P., was born on November 13, 1890, in Peoria, 
Illinois. He received his B.A. degree in 1911 from Holy Cross University and his 
} M.D. degree from Harvard University in 1915. He was made a member of Alpha 
Omega Alpha. He interned and took postgraduate training in internal medicine at 
Massachusetts General Hospital, following which he entered the Army in World 
War I, and served as a lieutenant in the Medical Corps, 1917-18. Dr. Durkin was 
prominent in medical affairs at Peoria and was in great demand as a consultant and 
as a speaker before medical groups. He was a member of the attending staff of St. 
Francis Hospital, Peoria, from 1919 to the time of his death; consulting physician, 
Peoria Municipal Tuberculosis Sanitarium; member, Illinois Advisory Council for 
Pneumonia Control Program; member of the Board of Health, City of Peoria. In 
addition to the Local, State, and National (A.M.A.) societies, Dr. Durkin was a 
member of the American Heart Association and the Illinois Heart Association 
(President, 1944). He was certified by the American Board of Internal Medicine 
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in 1937 and he became a Fellow of the American College of Physicians in 1938. He 
had been in ill health for some time before death which occurred on May 20, 1956, 
at Peoria. He is survived by his wife, Mrs. Rose M. Durkin, 101 Roanoke Avenue, 
Peoria, Illinois, to whom we all extend our sympathy. 


H. DRENCKHAHN, M.D., F.A.C.P., 
Governor for Southern Illinois 


DR. HARRY JAY EPSTEIN 


We record with regret the death of Dr. Harry Jay Epstein, F.A.C.P., on July 
9, 1956. Dr. Epstein was born in New York City on December 25, 1903. Before 
becoming a physician, he reccived the degree of Ph.G. from the Philadelphia College 
of Pharmacy and Science in 1923. Wishing to become a practicing physician some 
years later, he obtained his M.D. degree from Temple University School of Medicine. 
Following his graduation from Temple University in 1931, he received additional 
training at the University of Chicago (Billings Hospital) and at the New York 
University Postgraduate School. 

Dr. Epstein taught actively in Hahnemann Medical College and Hospital from 
1948 until his death. He held the title of Instructor in Medicine from 1948 to 1951, 
Associate in Medicine, 1951 to 1954, and Assistant Professor of Medicine from 1954 
until his death in 1956. He served the Albert Einstein Medical Center, Southern 
Division, long and faithfully, having the title of Adjunct Physician from 1935 to 1953, 
when this institution was known as the Mt. Sinai Hospital, and having the title of 
Associate Attending Physician from 1953 to 1956, In addition to membership in his 
County and State Medical Societies, he belonged to the American Medical Association 
and American Society of Parasitologists. In 1955, he became a Fellow of the 
American College of Physicians. 

To Dr. Epstein’s wife, Mrs. Pearl G. Epstein, 5217 Lebanon Avenue, Phila- 
delphia, the College extends its deep sympathy. 


Tuomas M. McMittan, M.D., F.A.C.P., 
Governor for Eastern Pennsylvania, A.C.P. 


DR. JOHN EUGENE GONCE, JR. 


Dr. John Eugene Gonce, Jr., F.A.C.P., Madison, Wis., was born at Elkton, Md., 
Oct. 17, 1893, and died March 25, 1956, at Madison, Wis. Dr. Gonce held his A.B. 
degree from the University of Delaware (1913), and his M.D. degree from the 
University of Pennsylvania School of Medicine (1918). He pursued postgraduate 
training at Children’s Hospital of Philadelphia, and at the Harriet Lane Home in 
Baltimore. His chief interest was in the field of pediatrics. 

Dr. Gonce served as Clinical Instructor in Medicine at the University of Wis- 
consin Medical School beginning in 1919, and rose to Professor of Pediatrics at that 
institution in 1932, a post which he held until his death. He had been Associate 
Pediatrician at the State of Wisconsin General Hospital since 1925. 

He was a member of the Dane County Medical Society, Wisconsin State Medical 
Society, American Medical Association, Chicago Pediatrics Society, and some others. 
He was a Diplomate of the American Board of Pediatrics, and had been a Fellow 
of the American College of Physicians since 1929, 
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The record discloses that he wrote extensively in the field of pediatrics, and he 
contributed many articles to leading medical journals. 

His death was due to acute coronary occlusion. He is survived by his widow, 
Mrs. Louise Allyn Gonce, 2221 Chamberlain Ave., Madison 5, Wis. 


DR. WALTER HENRY KROMBEIN 


Dr. Walter Henry Krombein, F.A.C.P., of Buffalo, New York, died July 24, 
1956, after an illness of three days. He was born in Buffalo, New York, September 
17, 1900, and received his academic education at the University of Buffalo, receiving 
his M.D. degree in 1924. He then interned in Buffalo General Hospital, and served 
his last year as Resident Physician. Dr. Krombein was then appointed Assistant 
in Medicine, 1925-29, Instructor in Medicine, 1929-1930, Associate in Medicine, 
1930-37, and Assistant Professor of Medicine, 1937-1956, at the University of Buf- 
falo School of Medicine. For several years he conducted a course in physical 
diagnosis at the University. In addition to his teaching responsibilities, he was 
Assistant Physician at Buffalo General Hospital, 1936-56; Consultant in Internal 
Medicine United States Marine Hospital No. 3, 1933-56; Clinical Assistant in Medi- 
cine, Buffalo City Hospital, 1928-56; Physici#n to Training School, Children’s 
Hospital, 1938-56; and Clinical Assistant in Medicine, Meyer Memorial Hospital, 
1928-56. 

Dr. Krombein was a member of the Erie County Clinical Society, New York 
State Medical Society, American Medical Association, Omega Upsilon Phi, Phi Chi, 
Alpha Omega Alpha, Buffalo Academy of Medicine, Diplomate of the American 
Board of Internal Medicine, and a Fellow (1937), of the American College of 
Physicians. 

Dr. Krombein was active in the Erie County Medical Society, and served as a 
member of the Bulletin Publication Committee for more than 25 years. He also 
served on the Workmens Compensation Committee for several years and on other 
committees at various times. For several years, he acted as a Consultant in Internal 
Medicine in the United States Public Health Service. 

Dr. Krombein lived at home with his mother and never was married. His 
passing in the prime of his professional productivity leaves a void in the medical 
school, the hospital, his office, and most of all in his mother’s heart. 


Joun H. Tarsott, M.D., F.A.C.P., 
Governor for Western New York, A.C.P. 


DR. EUGENE MABLEY LATH 


Dr. Eugene Mabley Lath, (Associate), of Rochester, New York, died in Rochester 
on May 16, 1956. He graduated from the University of Buffalo School of Medicine, 
1907, and practiced in Rochester throughout his professional career. His hospital 
appointments included: Medical Examiner for the United States Marine Corps, 1929 
to 1935; Physician and Member of the Board of Directors of Park Avenue Hospital 
and Associate Physician at St. Mary's Hospital, all in Rochester. He was a member 
of the American Medical Association, the New York State Medical Society, the 
Monroe County Medical Society, the American Academy of Medicine, Rochester 
Medical Association, New York Pathological Society, and Nu Sigma Nu Medical 
Fraternity. 

There are no immediate relatives. Dr. Lath was a charter member of the Ameri- 
can Congress on Internal Medicine (1916); when it was merged with the Ameri- 
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can College of Physicians in 1926, he became an Associate of the College, with the 
privilege of retaining that status indefinitely, which he elected to do. He was a 
general practitioner throughout his professional career and although a member of 
several medical societies, as noted above, he was not an active participant in scientific 
meetings. In his professional work, however, he endeavored to reflect progressive 
thought of the times; he was of a reserved nature and a deeply religious man. 


Joun H. Tarsort, M.D., F.A.C.P., 
Governor for Western New York, A.C.P. 


DR JAMES WARREN LAWS 


Dr. James Warren Laws, F.A.C.P., died on June 15, 1956 at his home in El 
Paso, Texas, where he had been a resident for 39 years. He was born October 12, 
1873, at Bethlehem, Mississippi, was a graduate of the Arkansas State Normal 
College in 1893, and received his M.D. degree from the Memphis Hospital Medical 
College, Memphis, Tennessee in 1898. Dr. Laws served an internship of one year 
there, and served two years as an intern and Acting Surgeon with the United States 
Public Health Service and Marine Hospital in Memphis. He then became the 
Acting Assistant Surgeon with the United States Marine Hospital and Public Health 
Service Sanatorium at Fort Stanton, New Mexico, in 1901. Dr. Laws then estab- 
lished the Ranch Sanatorium at Lincoln, New Mexico and was its Director until 1917. 
From 1918 until 1941 he owned and directed the Hendricks-Laws Sanatorium for the 
Treatment of Tuberculosis in El Paso, Texas. He was Director of the El Paso 
Tuberculosis Control Unit, and was in charge of the Tuberculosis Department of the 
City-County Hospital from 1938 until 1951. 

He was a member of the El Paso County Medical Society (President, 1931) ; 
Texas Medical Association; American Medical Association; Texas Trudeau Society ; 
National Tuberculosis Association; International Union Against Tuberculosis; and 
in 1930 became a Fellow, of the American College of Physicians. 

Dr. Laws is survived by his wife, Mrs. Grace Gertrude Laws, who resides at 
701 N. St. Vrain St., El Paso, Texas. 


Davip W. Carter, Jr., M.D., F.A.C.P., 
Governor for Texas, A.C.P: 


DR. JOHN OWSLEY MANIER 


Dr. Owsley Manier died at his home in Nashville, Tennessee, September 1, 1956, 
from a cerebral thrombosis which occurred in 1953. 

He was born in Nashville on March 18, 1887, where he attended public school 
and the Wallace University School before entering Vanderbilt University. 

At an early age he was regarded as an excellent student, a reputation which he 
never lost, but he first gained National recognition in Vanderbilt as an all-American 
half-back in football, earning his letter in football in 1904-05-06. 

In Fred Russell’s book: “Fifty years of Football at Vanderbilt,” many references 
are made to Dr. Manier’s outstanding ability in this game. It was 1906 that 
marked the first time one of the best teams in the nation agreed to go south to play. 
This was the game between the Carlisle Indians and Vanderbilt. The under-dogs, 
Vanderbilt won! In Russell’s book he refers to this game and gives a lot of‘ credit 
to Dr. Manier. -To quote: “He (Manier) bucked the line as though it were made 
of tissue paper.” 
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Dr. Manier received his B.A. from Vanderbilt in 1907, then went to the Uni- 
versity of Pennsylvania to study medicine where he not only graduated with honors 
in 1911, but also was elected to the honorary Medical Fraternity of Alpha Omega 
Alpha. Dr. T. Grier Miller was one of his classmates. 

After a well-rounded interneship in the University of Pennsylvania Hospital 
he returned to Nashville to specialize in Internal Medicine. 

As a teacher of Medicine in Vanderbilt, Dr. Manier was an assistant in Medicine 
from 1913 to 1924; Assistant Professor of Clinical Medicine, 1924 to 1930; Associate 
Professor of Medicine, 1930 to 1953. 

During all these years he enjoyed an excellent private practice. One of his 
patients said, “He was always kind, sincere and apparently never in a hurry.” 

When the American Board of Internal Medicine was founded, he was one of 
its first members. He became a Fellow in the American College of Physicians in 
1926 and three years later, the College Governor for Tennessee, holding ‘nat office 
until 1941. He was selected to serve on the Credentials Committee 1939-41 and 
1952-54. Dr. Manier was again honored by being made a Regent of the College 
in 1951 holding this position until his illness prevented him from doing so in 1954. 
He exerted a profound influence on every activity of the College with which he was 
associated and was respected and beloved by every Fellow who knew him. 

We can hit only the high spots in reviewing the many accomplishments of Dr. 
Manier. He served with the Vanderbilt Hospital Unit in World War I. He 
became president of the Nashville Academy of Medicine in 1928 and President 
of the Tennessee State Medical Association in 1934. All the important committees 
he served on in the state are too many to even list. 

Dr. Manier had a tremendous influence for good over the entire Medical 
Profession of Tennessee for a period exceeding twenty-five years. His unusual 
ability as a leader was recognized all over the state. Whenever the State Organ- 
ization got into great difficulty, when no one knew what to do (and there were 
many of those times), he was called upon to straighten us out. 

His comprehensive understanding of the problems of medicine are disclosed 
in a clear manner in his address as State President of Tennessee in 1935. It was 
entitled: “Some Observations Concerning the Problems of Medicine in Tennessee” 
(Tennessee State Journal, Volume 28, Number 4). What he said then is almost as 
valuable now in meeting the problems in any State Medical Organization. In the 
first part of his speech he said: “No longer can organized medicine, with safety, 
hold itself behind the screen of science, but rather it must admit it has a political 
function to perform,—a properly planned attitude to political issues which may affect 
us in the practice of our profession, our relation with our patients and even our very 
economic existence.” 

It is generally agreed that Dr. Manier, by his clear analytical mind, by his 
fairness, by his wholly unselfish attitude, has contributed more to the real progress 
of Medicine in Tennessee than any other physician. Anyone who really knew him 
can understand how the spirit of such a man will go on doing good even though he 
is no longer with us. 

Dr. Manier is survived by his wife, the former Miss Helen Dayton of Morris- 
town, New Jersey, whom he married in 1915, their two sons, Ogden Dayton and 
Will R. Manier III of Nashville, a sister Mrs. William P. Cooper, Nashville, a 
brother, Miller Manier, Nashville and seven grandchildren. 


WILLIAM CALVERT CHANEY, M.D., F.A.C.P., 
Memphis, Tenn. 
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COLLEGE NEWS NOTES 


DR. AMADEO VICENTE-MASTELLARI 


Dr. Amadeo Vicente-Mastellari, F.A.C.P., Governor of the American College 
of Physicians for Panama and the Canal Zone, died September 9, 1956, of uremia, 
secondary to malignant nephrosclerosis, and malignant hypertension. 

Dr. Mastellari became a Fellow of the American College of Physicians in 1941 
and a Life Member in 1947, He was born in Panama in 1907. He attended La 
Salle College, Panama, receiving his B.S. Degree in 1925. He received his Medical 
Degree in 1931 from George Washington University School of Medicine, Washing- 
ton, D. C. He interned at the Gorgas Hospital in Ancon and he pursued post- 
graduate work at the Trudeau School of Tuberculosis and the Henry Phipps Institute 
of Philadelphia. 

Dr. Mastellari served several years as Director of Health, Section on Tubercu- 
losis, Republic of Panama and as Assistant Health Officer for the City of Panama. 
At the time of his death he was Chief of the Chest Service of the Gorgas Hospital, 
Professor of Phthisiology of the National University of Panama School of Medicine 
and Director of the Anti-Tuberculosis Campaign of the Republic of Panama. 

Dr. Mastellari occupied a distinguished position in his country and was a 
member of a great host of medical organizations, including: Fellow, The American 
Public Health Association, The American Trudeau Society, The American College 
of Physicians, The American Academy of Allergy; Regent for Central America of 
the American College of Chest Physicians; Assistant Editor, Journal of Chest Dis- 
eases; Member, Pan-American Academy of Medicine and Surgery, National Medical 
Association of the Republic of Panama, Member and President of the Isthmian Medi- 
cal Association of the Canal Zone. He was a Corresponding Member of Sociedad 
Cubana de Tisiologia, Sociedad Chilena de Tisiologia, Sociedad Peruana de Tisio- 
logia, Sociedad Mexicana de Estudios Sobre la Tuberculosis, Sociedad de Lucha 
Contra la Tuberculosis de Rio Grande del Sud, Sociedad Brasilera de Tuberculosis, 
Academia de Medicina y Cirugia de Antioquia of Colombia and Sociedad Ecuatoriana 
de Tuberculosis; Honorary Member, Sociedad de Tisiologia de Venezuela, Sociedad 
Guatemalteca de Tisiologia, Sociedad Mexicana de Tuberculosis and Sociedad de 
Tisiologia de Cordoba of Argentina; Member and President, Sociedad Centro 
Americano de Tisiologia; Technical Advisor in Tuberculosis, Inter-American Service 


of Public Health. 


DR. EDWARD W. McCLOSKEY 


On June 16, 1956, Dr. Edward W. McCloskey, F.A.C.P., died at the age of 71 in 
Philadelphia. Dr. McCloskey was born in the suburbs of Philadelphia in 1885 and 
spent all of his active life in Philadelphia and its suburbs. He received a B.S. degree 
from the University of Pennsylvania in 1908 and an M.D. degree from the University 
of Pennsylvania School of Medicine in 1911. Later he received an honorary M.A. 
degree from Villanova College and acquired additional postgraduate training at 
Columbia University. After serving as a resident physician in St. Josephs Hospital 
in 1911 and 1912, Dr. McCloskey immediately became associated with the Chestnut 
Hill Hospital which he served most effectively for many years. During the first 
World War, Dr. McCloskey was an active member of the Medical Reserve Corps, 
rising from First Lieutenant to Lieutenant Colonel. 

In addition to his County and State Societies, he belonged to the American 
Medical Association and the Philadelphia College of Physicians. He became a 
Fellow of the American College of Physicians in 1937. 

Dr. McCloskey was known to his patients as “Dr. Ed” to distinguish him from 
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his brother, Dr. F. McCloskey. During his long career, he numbered among his 
patients many distinguished persons all of whom had for him a deep affection. 

The College extends to his widow, Mrs. Katharine C. R. McCloskey, 7 E. Chest- 
nut Hill Avenue, Philadelphia, Pennsylvania, and to his sister, Sister M. Nicoleta of 
the Sisters of St. Joseph, its sympathy. 


Tuomas M. M.D., F.A.C.P., 
Governor for Eastern Pennsylvania, A.C.P. 


DR. MALCOLM CHRISTIAN McCORD 


Dr. Malcolm Christian McCord, (Associate), was born at Cincinnati, Ohio, 
July 10, 1921, and died May 26, 1956, at his home town of Cincinnati. He received 
his A.B. degree from the University of Michigan in 1942, and his M.D. degree from 
the University of Michigan Medical School in 1945. He then continued on to 
receive his M.S. at the University of Colorado Postgraduate School in 1953. Dr. 
McCord then did postgraduate work at the Veterans Administration Hospital 
(Dayton, Ohio: the Colorado General Hospital, and the National Heart Institute, 
after which he served in the Medical Corps of the United States Army from 1946 

to 1948, and was discharged with the rank of Captain. ; 

| Dr. McCord came to Denver and the University of Colorado School of Medicine 

on July 1, 1951, and became associated with the Medical School, a position he held 

until the time of his death. During this time he was also a fellow in the cardio- 
vascular laboratory from 1951-53. He was promoted to Instructor in the Department 
of Medicine and would have been further advanced to Assistant Professor of Medi- 
cine, effective July 1, 1956. During his five-year period at the Medical School, Dr. 

McCord maintained a strong interest in both teaching and research activities, and 

was senior author or co-author of twelve scientific papers during this period. He 

was a most energetic and effective teacher, and his marked enthusiasm characterized 
his approach to all problems; largely because of this quality, he was considered one 
of the finest and most dynamic teachers at the Medical School. 

He was a member of the Denver City and County Medical Society, Colorado 
State Medical Society, American Federation for Clinical Research, American Heart 
Association, American Medical Association, and a Diplomate of the American Board 
of Internal Medicine. In 1955, he became an Associate of the American College of 
Physicians. 

Dr. McCord’s sudden death on May 26 was a great shock to all of those who 
had worked closely with him. His death leaves a void in the Department of Medi- 
cine that will be difficult, if not impossible, to fill in the manner in which he had 
performed. His loss will also be particularly felt by the students and others who 
knew him less intimately, for his great enthusiasm was contagious, and he made an 
indelible mark on all whom he came into contact with, even though this period may 
have been a brief one. Dr. McCord is survived by his wife, Mrs. Janet S. McCord, 
who resides at 120 East Fountain Ave., Glendale, Ohio. 


C. F. Kemper, M.D., F.A.C.P., 
Governor for Colorado, A.C.P. 


DR. JAMES IVAN MOONEY 


Dr. James Ivan Mooney, F.A.C.P., died at Rochester, New York, March 28, 
1956, after an illness of several months. He was born in Rochester, N. Y., October 
3, 1905, and attended both College and Medical School at Syracuse University where 
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he received his M.D. degree in 1931. After an internship at St. Mary’s Hospital in 
Rochester, he entered private practice. During the succeeding years he received 
training in the field of allergy and devoted considerable effort to this specialty there- 
after in conjunction with his work in internal medicine. 

He became an Attending Physician at St. Mary’s Hospital where he actively 
participated in the educational program and where he instituted and directed an 
allergy clinic. He was also attending physician at the Monroe County Hospital. 

Dr. Mooney was a member of the Rochester Academy of Medicine; Rochester 
Pathological Society; Monroe County Medical Society; American Medical Associa- 
tion; and in 1944 became a Fellow of the American College of Physicians. 

Dr. Mooney was a conscientious and capable physician, and his loss is mourned 
by both his colleagues and his many friends who held him in the highest esteem. 
He had a remarkable capacity for friendship; and particularly his patients feel his 
loss most keenly because of his great interest in them personally as well as pro- 
fessionally. 

The College extends its sympathy to Dr. Mooney’s wife, Genevieve M. Mooney 
of Rochester, N. Y. 

Joun H. Tarsort, M.D., F.A.C.P., 
Governor for Western New York, A.C.P. 


DR. PHILIP INGRAM NASH 


Dr. Philip Ingram Nash, F.A.C.P., died on April 25, 1956, in Brooklyn, New 
York. 

Dr. Nash was born on July 16, 1875, Cornwall, England. He received the 
degrees of M.D. and C.M. at Queens University Faculty of Medicine in 1902. 

His academic appointments were Clinical Professor of Medicine, Long Island 
College of Medicine, 1931-37; Emeritus Professor of Clinical Medicine, Long Island 
College of Medicine, 1937-56. 

His hospital appointments were as follows: Attending Physician, 1910-31, 
Director of Medical Service (193146), Consulting Physician (1951-56), Coney 
Island Hospital; Attending Physician (1919-31), Director of Medical Service 
(1931-41), Harbor Hospital; Consulting Physician, Madison Park Hospital; Medical 
Assistant to District Attorney, Kings County; Consulting Physician, Boro Park 
General and St. Francis Hospitals. 

He was a member of the American Medical Association; Medical Society, State 
of New York; Medical Society, Kings County; Greater New York Medical Society; 
Associated Physicians of Long Island; Coney Island Medical Society; Brooklyn 
Pathological Society; New Utrecht Medical Society; American Association for the 
Advancement of Science; Pan American Medical Society; Diplomate, American 
Board of Internal Medicine, and Fellow (1924), American College of Physicians. 

Dr. Nash is survived by his widow, Mrs. Anna F. Nash, 240 East 18th Street, 
Brooklyn, New York. His confreres note with sincere regret the passing of Dr. Philip 
I. Nash. 

Irvine S. Wricut, M.D., 
Governor for Eastern New York 


DR. RUFUS SARGENT REEVES 


On July 13, 1956, Dr. Rufus Sargent Reeves, F.A.C.P., died at his home in 
Philadelphia at the age of 74, lacking two weeks. Dr. Reeves had had a long and 
distinguished career and had to his credit sound accomplishments in a number of 
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phases of medicine. He is probably best. known by reason of his having been 
Director of Public Health of Philadelphia from 1944 to 1952. Many who knew him 
well will consider his best accomplishment to have been the founding of the Post- 
graduate Institute of the Philadelphia County Medical Society in 1935. He was 
distinctly honored by his fellow physicians when he was made President of the 
Philadelphia County Medical Society in 1939 and given the I. P. Strittmatter Award 
in 1940. 

Dr. Reeves received a B.S. degree from the University of Pennsylvania in 1906 
and an M.D. degree from the University of Pennsylvania School of Medicine in 1912. 
He received his first academic appointment in the University in 1913 and rose 
through various grades to the position of Associate Professor of Medicine in 1916. 
The press of other duties forced him to discontinue his active academic career though 
he found time to accept the position of Lecturer in Public Health, Institute and Local 
and State Government, University of Pennsylvania, from 1944 to 1952. Dr. Reeves 
held a number of hospital appointments and had been associated with the Episcopal 
Hospital, the Methodist Episcopal Hospital, the Mercy-Fitzgerald Hospital, and the 
Graduate Hospital of the University of Pennsylvania. He was a member of many 
societies in the field of internal medicine and public health. He became a Fellow of 
the American College of Physicians in 1938. 

The College has lost a distinguished and loyal member and it extends to his wife, 
Mrs. Emma G. W. Reeves, Presidential Apts., Philadelphia, Pennsylvania, its sincere 
sympathy. 

Tuomas M. McMiuttan, M.D., F.A.C.P., 
Governor for Eastern Pennsylvania, A.C.P. 


DR. HENRY A. REISMAN 


Dr. Henry A. Reisman, F.A.C.P., one of the outstanding pediatricians of Queens 
County, New York City, died March 30, at Miami Beach, Florida, of acute myo- 
cardial infarction. He had retired to his country home at Higganum, Connecticut, 
only a year before, because of ill health. He was born at New York City on April 
12, 1898. He studied at the University of Missouri, where he received his B.A. 
degree in 1920 and then went to Jefferson Medical College, receiving his M.D. degree 
in 1922. Dr. Reisman then became affiliated with the New York Postgraduate 
Medical School and Hospital (1923-40). In 1940 he became Assistant Clinical 
Professor of Medicine at New York University College of Medicine. He held this 
post until 1945 when he was appointed Clinical Professor of Pediatrics at New York 
Medical College Flower and Fifth Avenue Hospitals. 

Dr. Reisman, in addition to his academic appointments was actively engaged 
in the practice of pediatrics (Jamaica, L. I.), for over 30 years. During this time 
he served as Attending Pediatrician and Director of Pediatrics at Jamaica Hospital. 
He was the first Visiting Pediatrician at the Queens General Hospital (1935) and 
later became Director of Pediatrics, a post which he served faithfully and well. Dr. 
Reisman was a member of the Queens County Medical Society, Brooklyn Pediatric 
Society, Public Relations and Health Committee of Queens Medical Society and 
the American Medical Association. He was a Diplomate of the American Board 
of Pediatrics and a founding member of the Queens Pediatric Society. He was a 
Fellow of the American Academy of Pediatrics and in 1931 became a Fellow of 
the American College of Physicians. 

Dr. Reisman had earned the respect, admiration and affection of his colleagues 
and patients, and will be missed by all who knew him. 
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He is survived by his wife, Mrs. Catharyne T. Reisman, who resides at Little 
City, Higganum, Connecticut. 
Joun C. Leonarp, M.D., F.A.C.P., 
A.C.P. Governor for Connecticut 


DR. KARL SINGER ~~ 


Dr. Karl Singer, F.A.C.P., died at Chicago, Illinois, July 12, 1956. He was 
born at Vienna, Austria, June 9, 1902. He received his M.D. degree in 1927 from 
the University of Vienna Medical School, and then served his internship and 
residency in internal medicine at the Francis Joseph Hospital (Vienna), 1927-35. 

Dr. Singer was a Visiting Physician at the Poliklinik, Vienna, from 1936-38. 
He then came to Boston, and was a Research Fellow at the Beth Israel Hospital and 
the Pratt Diagnostic Clinic from 1938-41. From 1941-47 he served as Assistant 
Physician at the Boston Dispensary, and later joined the Michael Reese Hospital 
(Chicago) in 1947 as Director of blood research, a position which he held until his 
passing. 

Dr. Singer carried on his research in problems of the blood with great en- 
thusiasm. He was an energetic teacher, contributing freely to the literature on 
disorders of the blood through his many papers, monographs, and a book entitled 
Thrombotic Thrombocytopenic Purpura. 

Dr. Singer was a member of the Massachusetts Medical Society, American 
Medical Association, American Association for the Advancement of Science, Society 
for Experimental Biology and Medicine, American Society for Human Genetics, 
International Society of Hematology (Charter Member), American Genetic Asso- 
ciation, Chicago Medical Society, Illinois State Medical Society, American Associa- 
tion of Physicians, Central Society for Clinical Research, Chicago Society of Internal 
Medicine, and a Diplomate of the American Board of Internal Medicine. He be- 
care a Fellow, in 1953, of the American College of Physicians. 

Dr. Singer’s friends, relatives, and colleagues deeply mourn the passing of this 
scholarly gentleman and physician. He is survived by his wife, Mrs. Lily Singer, 
who resides at 7925 S. Bennett Ave., Chicago 17, IIl. 


Howard WAKEFIELD, M.D., F.A.C.P., 
Governor for Northern Illinois, A.C.P. 


DR. WILL COOK SPAIN 


Dr. Will Cook Spain, F.A.C.P., died on May 12, 1956, in New York City. 

Dr. Spain was born on August 10, 1891, at Murfreesboro, Tennessee. He re- 
ceived his Bachelor of Arts degree at the University of Michigan in 1914, and his 
degree of Doctor of Medicine at Vanderbilt University School of Medicine in 1918. 
He had postgraduate training at the New York Postgraduate Hospital. 

He was Instructor at Cornell Medical School, 1927-34; Instructor, (1925-27), 
Assistant Professor (1927-32), Associate Professor of Clinical Medicine (1932-37), 
Professor of Clinical Medicine (1937-56), New York University Postgraduate Medi- 
cal School. 

His hospital appointments were as follows: Attending Physician, Asthma Clinic, 
1920-26; Chief of Asthma Clinic, 1926-28, New York City Hospital; Associate 
Attending Physician and Chief of the Allergy Clinic, 1925-37; Attending Physician 
and Chief of the Department of Allergy, 1937-56, New York University-Bellevue 
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Medical Center Hospital; Visiting and Attending Physician at the various medical 
divisions of the New York University-Bellevue Medical Center since 1930. 

Dr. Spain was a member of the New York Academy of Medicine; New York 
State Medical Society; American Medical Association; American Association of Im- 
munologists; Society for the Study of Asthma and Allied Conditions (Secretary- 
Treasurer, 1925-45) ; Phi Chi (Medical Fraternity) ; American Academy of Allergy, 
Secretary, 1944, Vice President, 1946, and President, 1947; Pan American Medical 
Association, President, Section on Allergy, 1952-53; Member of the Editorial Board 
of the Journal of Allergy, The American Academy of Medicine, 1953-56; Diplomate, 
the American Board of Internal Medicine (Specialty, Allergy); Felow (1938) of 
the American College of Physicians, and Alpha Omega Alpha. 

He served as a First Lieutenant in the United States Army Medical Corps during 
the First World War. 

Dr. Spain did very extensive writing in his field of specialization and many of 
his articles were published in the leading medical journals. 

He is survived by his widow, Mrs. Will Cook Spain, 375 Park Avenue, New 
York. 

Dr. Spain made a great and lasting contribution by the training of many phy- 
sicians in the science of allergy. His loss will be deeply felt by his many close friends 
and students. 

Irvinc S. Wricut, M.D., F.A.C.P., 
Governor for Eastern New York 


DR. FRED LELAND WEBB 


Dr. Fred Leland Webb, F.A.C.P., of Nashville, Tennessee, was born on February 
18, 1873, at Boone, Iowa. He grew up in that State and was educated there, receiv- 
ing his A.B. degree at Iowa State College, in 1896. After a brief period in business 
he entered the Jefferson Medical College of Philadelphia, receiving his M.D. degree 
in 1902. He was on the house staff of the Methodist Episcopal Hospital in Phila- 
delphia from 1902 to 1904, and following a brief period of practice in Waterloo, Iowa, 
entered practice in Macon, Georgia, where he lived until 1933, when he gave up his 
active practice. During these years he was Senior Internist of the Macon Hospital 
and took an active part in the affairs of this institution. 

During World War I he entered the Army in May of 1917 and was discharged 
as a Major in October, 1919. Having maintained his commission as Major in the 
Reserve Corps of the United States Army, upon retiring from practice in 1933, he 
went on active duty as a Major at Fort Oglethorpe, Georgia, first as Internist and 
then Attending Surgeon of the Station Hospital. He then became Assistant District 
Surgeon for the C.C.C. During the first year of World War II he examined recruits 
and inductees at the Induction Center at Fort Oglethorpe. 

Upon his retirement he joined the Nashville City Health Department as a Senior 
Medical Officer in the Venereal Disease Control Program, continuing this activity 
until 1953. In two years subsequent to this Dr. Webb was part-time physician to 
the Blood Bank Foundation of Nashville. 

Dr. Webb was an Episcopalian, took an active part in the Shrine, of which he 
was a member since 1913, and was always a member of organized medicine. In 
the Macon Medical Society he was Secretary in 1910, Treasurer in 1911, Vice 
President in 1912, and President in 1913. He was Vice President of the Medical 
Association of Georgia in 1920 and President in 1926. He held membership in the 
American Medical Association, the Southern Medical Association, and joined the 
Tennessee State Medical Association upon moving to this State. He was a member 
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of the Alpha Kappa Kappa Medical Fraternity. He became a Fellow of the Ameri- 
can College of Physicians in 1931. 

He had postgraduate training at Cook County Hospital, Chicago, in the U. S. 
Army Training School and in Venereal Disease Control at Vanderbilt University 
School of Medicine. 

To the last Dr. Webb was a consistent reader of current medical literature, and in 
conversation with him one was always aware of his knowledge of the recent advances 
in medicine. He liked people, and those who observed him in the Venereal Disease 
Clinic were aware of the kindly humor with which he handled this group of people. 

Dr. Webb died on March 26, 1956, in Nashville, of coronary occlusion, at the 
age of 83 years. He is survived by his wife, Ruby Rowland Webb of Nashville, and 
a daughter, Alice Webb Sloane of Washington, D. C. 


R. H. Kampmeter, M.D., F.A.C.P., 
Governor for Tennessee 


CAPTAIN OTIS WILDMAN 


Captain Otis Wildman, F.A.C.P., died at the U. S. Naval Hospital, Bethesda, 
Maryland, May 14, 1956, aged 65, of myocardial infarction. 

Dr. Otis Wildman was born in Jennings County, Indiana, September 13, 1890. 
He received his B.S. degree in 1915 and his M.D. degree in 1917 from the University 
of Indiana. It is apparent that he immediately entered the U. S. Naval Medical 
Service at that time and spent some months in the U. S. Naval Medical School and 
pursued some special study at the Rockefeller Institute for Medical Research. His 
field of special interest was Pathology and Clinical Pathology. He filled many suc- 
cessive assignments in various departments of the Medical Corps of the Navy and 
rose to the rank of Captain. He was certified by the American Board of Pathology 
and was the author of a goodly list of published papers in his field. He retired from 
active service November 1, 1943 and had resided thereafter in Washington, D. C. 
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FOR POSITIVE DIURESIS 


- oral b.i.d. dosage 


continuous control of edema 


The new, highly effective oral diuretic, Lo) 
Rolicton, greatly simplifies the task of main- RS ae mi ( 


in 
taining an edema-free state in the patient \ = 
with congestive heart failure. Rolicton meets ( 
the criteria for a dependable diuretic: con- 
tinuous effectiveness, oral administration 
and clinical safety. 

In extensive clinical studies the diuretic 
response clearly indicates that a majority 
of patients can be kept edema-free with 
Rolicton. In these investigations it was noted 
that side reactions were uncommon. When 
they did occur they were usually mild. 

In most edematous patients Rolicton may 
be employed as the sole diuretic agent. When 
used adjunctively in severe cases, Rolicton 
is also valuable in eliminating the “peaks and 
valleys” associated with the parenteral ad- 
ministration of mercurial diuretics. 

One tablet of Rolicton b.i.d., after meals, 
is usually adequate for maintenance therapy 
after the first day’s dosage of four tablets. 
Some patients respond well to one tablet 
daily. G. D. Searle & Co., Chicago 80, Illi- 

nois. Research in the Service of Medicine. 


*Trademark of G. D. Searle & Co. 
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"It's right in here 
—can't even make 
a fist, the tendons 

are so sore.” 


"You're lucky. I've 
got a milk route. 
Who's going to drive 
my truck until my 
elbow loosens up?” 


“My back 
was so tight 
couldn't 
even get on 
and off 
the bus; 
now | can 
climb stairs.” 
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"| could have 
told you that 


years ago.” 
".,.hot packs, 


cold packs, nothing 
really eased 
the stiffness.” 


Potent anti-inflammatory 
steroid action complemented 
by rapid analgesia; doubly 
protected with antacid 

and supplemental vitamin C, 


METICORTEN * (prednisone) 


Acetylsalicylic Acid 
Aluminum Hydroxide 
"It's not that | have to ; 
do my own ironing, Ascorbic Acid 


you know, but you can't 
get good help these 
days and my shoulder is 
simply killing me.” 


summated, protective corticoid-analgesic therapy 


SIGMAGEN 


corticoid-analgesic compound tablets 
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spread of common rheumatic complaints 
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lg For all diarrheas regardless of etiology 


SULFASUXIDINE®— NEOMYCIN SUSPENSION WITH KAOLIN AND PECTIN 


When diarrhea brings misery to your pa- 
Hic tients, the prime consideration is prompt, 
ca lasting relief. CREMOMYCIN is so formulat- 
ed that bacillary as well as nonspecific diar- 
rheas respond promptly—often dramatically. 
The comprehensive, yet local antibacterial 
action of neomycin and Sulfasuxidine is 
concentrated in the gut and is complement- 
ed by kaotin and pectin, which soothe 
inflamed mucosa, adsorb toxins, and help 
normalize intestinal motility. 


MERCK SHARP & DOHME 


DIVISION OF MERCK & CO., INC., PHILADELPHHA 1, PA 
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... dependably stable in gastric acid 


*.,. the great proportion of the drug administered 
passes through the stomach unaltered... W) 


dependably absorbed My 
. and reaches the intestine where absorption read- 
ily takes place. ...””! 


dependably effective 
“... for the first time we can obtain blood concentra- 
tions with oral administration that are similar to 4 / 
those obtained with intramuscular injection of peni- SHA 
cilln G at comparable doses.””! V/ 


1. Welch, H.: Antibiotic Med. 2:11 (Jan.) 1956. 


Oral Penicillin with Injection Performance Ora / Wipe th 


Suspension 


PEN + VEE « Oral is Penicillin V, Crystalline (Phenoxymethy! 
Penicillin) 
PEN + VEE Suspension is Benzathine Penicillin V Oral Suspension 
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Philadelphia 1, Pa. 
*Trademark 


for generalized 


G.I. dysfunction 


paired piperidol action 
rapid, prolonged relief 


throughout the G.I. trac 4 


Provides comprehensive control — 
relief of pain aad spasm PLUS 
normalization of motility and 
secretion in generalized 
gastrointestinal dysfunction. 


1 
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for patients with and when peptic ulcer 
pain = spasm ofthe upper _ is the problem: 


gastrointestinal tract: cholinolytic 


visceral eutonic PIPTAL 2 

® 
D A C 4 I L Normalizes motility 
Relieves pain — spasm and secretions; prolongs 


usually in 10 minutes. remissions, curbs 
recurrences. 


Patients DACTIL or PIPTAL remain free 
of urinary fetention, constipation, dry mouth. vision. 
All three may be prescribed 0.1.D. | 
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There is a distinctive A 


on every 


Armour Thyroid Tablet 


it symbolizes an 
unsurpassed preparation 


for thyroid therapy 


A. THE ARMOUR LABORATORIES 
A DIVISION OF ARMOUR AND COMPANY © KANKAKEE, ILLINOIS 


on your prescriptions 
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Ann Woodward 
Director 


WE CAN DO MORE 
FOR YOU NOW... 
than at any time 

in years! 


The fact is, in recent months, we have accumulated a veritable 
human “treasure trove’ which can conceivably offer precisely 
the internist or other specialist you are seeking as an associ- 4 
ate for your office or clinic. : s 
Whether you need a top ranking man to head a department, ; cA thoroughly modern ‘. 
or a younger physician to associate himself with you or your ‘ ‘ fe 


group, the Woodward Bureau can make your search easier and : private Spa under 


the results more rewarding. 


Through our service, you may ti con servative medical | 


EXTEND your line of communication to many of the best 
qualified physicians in the country; aa supervision 
SAVE uncounted hours by utilizing our service for assembling SF 
data, screening applicants, checking references, and 


SPEED UP the ultimate selection of the man you need. 


OUR 60m YEAR 
D4) ODWARD -- 
Personnel Buroau 
* 3rd FLOOR: te 


adjuvant with Reserpine and 


* combots capillory fragility 


* gids cording efficiency 
2 Each tablet contains: 
of hypertension Quercetin ..., 
AscorbicAcid. . . 25 of 100 and 
* promotes4tranquility Reserpine 
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FOR A.C.P. FELLOWS 


FELLOWSHIP 


PLEDGE 


th Engraved with artist’s out- 
tic of séal in color : mounted and 


framed in an official frame, 
larger but of the same design 
as the certificate frame. All 
Fellows subscribe to this pledge 
at time of induction. The line 
near the bottom of the pledge 
is for the signature of the Fel- 
low. For the reception room 
or office. For Fellows only. 


te. the poor und the needy. 
really of aw 

at impertand yuther of 
with physleane of eminence, ar 
with my colleagues. 
PURTRER,L promice to seeking the public ege 
for purposes of, Moncement: to avoid in 
ali my professional activities; te fees to the 
cumetunees of my patients and to make them commensurate 
the services have rendered, 


of pre ce ike set forth in Gonsttintion « an: 
ay te mos of the American College of Physicians 


Fellowship Pledge, American College of Physicians 
$7.50, framed and delivered 


FELLOWSHIP KEY 


A charm, bearing the seal of The American College of Physi- 
cians; wrought in solid gold and embossed in The College 
colors. For Fellows only. 


Price, including engraving initials and date of election, 
delivered, $12.00. 


Available also in pin with safety catch. Price, $4.25, 
postpaid 


Send orders to 


THE AMERICAN COLLEGE OF PHYSICIANS 


4200 PINE STREET, PHILADELPHIA 4, PA. 


Please Mention this Journal when writing to Advertisers 


% 
: 
As 
if 
professional knowledge and skill; to reepect the interests and 
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for the 

Somatic 
AND 

the Psychic Phase of 


In addition to its gentle antihyper- Treatment in all types of hyperten- 
tensive action, Rauwiloid provides sion may begin with Rauwiloid. 80% 
psychic tranquility and overcomes of mild labile hypertensives require 
tachycardia. Thus Rauwiloid partici- no additional therapy. 

pates in both the somatic and psychic Dosage is definite and easy: two 
phases of therapy for hypertension. 2 mg. tablets at bedtime. 
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Hornogenets provide, in tablet form, 

all the advantages of multi-vitamin 

drops. By a unique patented proc. 

ess, the vitamins are homogenized, 

then fused into a solid, highly palat- 

Gble form. Homagenets supply 

vitamins in the same way as do the _ 

most nutritious foods. 

utilized Homogerization presents both oil 

Excess vitamin dosage unnecessary and water soluble vitamins in micro- 
Pleasant, candy-like flayor _ SOpic particles. This permits greater 
No regurgitation, no “fishy burp” dispersion of the vitamins—ond con- 
May be chewed, swollowed or sequently better te and 


dissolved in the mouth better utilization. ~ 


The S. E. MASSENGILL COMPANY - Bristol, Tennessee 


New York Kansas City San Francisco 
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For assured dependability 


‘ in Digitalis administration 


35 


Digitalis 

(Davies, Rose) 

0.1 Gram 
(approx. 1% grains) 
CAUTION: Federal 


‘aw prohibits dispens- 
ng without prescrip- 
len 


| OAVIES, ROSE & CO, Led, 
| Boston, Mass. U.S.A. 


Phy atotegtentiy 


Physiologically Standardized 
Pii. Digitalis (Davies, Rose) § 


0.1 Gram (approx. 11% grains) 


Comprise the entire properties of the leaf. 


Clinical samples sent to physicians on request. 


Davies, Rose & Company, Limited Boston 18, Massachusetts 


0-25 
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Supplied: White, 5 mg. oral tab- 
lets, bottles of 20 and 100. Pink, 
1 mg. oral tablets, bottles of 100. 
Both are deep-scored. 


*Schwartz, E.: New York J. Med. 
56:570, 1956. 


Lh 
in bronchial asthma 


Sterane 


brand of prednisolone 


whenever corticosteroids 
are indicated 


provides restoration of breathing capacity — Relicf of symptoms 
[ bronchospasm, cough, wheezing, dyspnea] is maintained for long 
periods with relatively small doses.* 


minimal effect on electrolyte balance — “in therapeutically effective 
doses ... there is usually no sodium or fluid retention or potassium 
loss.”** Lack of edema and undesirable weight gain permits more 
effective therapy particularly for those with cardiac complications. 


PFIZER LABORATORIES, Brooklyn 6, New York 
Division, Chas. Pfizer & Co., Inc. 
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FACILITATE HEALING 


after electrosurgery for 
cervicitis in cancer prevention 


There is a“... wealth of statistical proof that chronic 
cervicitis is an important predisposing factor in the 
development of cervical carcinoma ...”!: 


No. cases Treatment Developed Followed 
cervicitis cancer 
1,000 wide 0 2-14 
conization years 
1,408 cauterization 0 3 years 
2,985 cauterization 0 10 years 
or diathermy 
1,150 cauterization 0 not stated’ 


Electrosurgery is treatment of choice in long-stand- 
ing cervicitis.* When purulent discharge and inflam- 
mation are present, treat with FURACIN Vaginal 
Suppositories before electrocautery.* Afterward, use 
them to prevent infection and accelerate healing.* 


FURACIN VAGINAL SUPPOSITORIES facilitate healing by 
control of surface infection. They form a lasting bacteri- 
cidal coating over cervix and vagina. Effective in blood, 
pus and vaginal debris. Nontoxic to healing tissue. No 
staining or leakage. Safe for prolonged use. 


PRESCRIBE FOR: leukorrhea of bacterial vaginitis * infected 
cervical erosions; before and after cervicovaginal sur- 
gery* and pelvic radiation, 


FORMULA: 0.2% FURACIN in water-miscible base; her- 
metically sealed in yellow foil. 


weeks post-cauterization 1. Crossen, R. J.: Diseases of Women, St. Louis, the C. V. Mosby Com- 
3 . P "4 pany, 1953, p. 509. 2. Novak, E., and Novak, E. R.: Textbook of 

healing nearly complete Gynecology, Baltimore, The Williams and Wilkins Company, 1952, 
PHOTOGRAPHS BY SCHWARTZ, J.: AM. J. OBST. 631579, 1952. p. 220. 3. Patterson, J. F., Jr.: North Carolina M. J. 17:165, 1956. 


4. Schwartz, J.: Am. J. Obst. 63:579, 1952. 5. Schwartz, J., and 
Nardiello, V.: Am. J. Obst. 65:1069, 1953. 


FURACIN’ VAGINAL 


suppositories 
EATON LABORATORIES 
Norwich New York 


prompt healing 


with aid of 
} 


Furacin Vaginal Suppositories 


NITROFURANS 
a new class of antimicrobials 
neither antibiotics nor sulfonamides 
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ATARAXOID is a unique, new combination of 
STERANE and ATARAX, which now permits 
simultaneous symptomatic control and reduction 
of attendant anxiety and apprehension in A 
rheumatoid arthritis and other indications, : 


The added tranquilizer control, desirably easing 
mental stress, also directly assists clinical 
progress, It minimizes the chance of exacerbatior. 
related to emotional strain and facilitates 
patient confidence and cooperation in the thera- 
peutic program toward maximum rehabilitation. 


ATARAXOID exerts the anti-rheumatic, anti- 
inflammatory activity of STERANE distinctly 
superior to previous steroids, effective in 
radically reduced dosage, and with minimal 
disturbance of electrolyte and 

fluid metabolism. 


The ataractic effect is a central neuro- 
relaxing action — the result of a 
marked cerebral specificity 
— free of mental fogging and 
devoid of any major 
complications: no liver, 
blood or brain damage. 
This peace-of-mind com- 
ponent is also used in the 
lowest dosage range. 


Supplied: Each green, 
scored, ATARAXOID oral tablet 
contains 5 mg. prednisolone 
(STERANE) and 10 mg. 
hydroxyzine hydrochloride 
(ATARAX). Bottles of 30 
and 100. 


PFIZER LABORATORIES 
Division, Chas. Pfizer & Co., Ine 
Brooklyn 6, New York 
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combining the newest, 
safest tranquilizer, + 
ATARAX® 


the sym tom 
apprehension 


d hydroxyzine 


‘ewest, MOst 


tive steroid, 


TERANE 


itrols 


In Rheumatoi Arthritis, 
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Preserve 


your Annals— 


with this Jesse Jones Volume File 


Specially designed and produced for 
the Annals of Internal Medicine, this 
file will keep one volume, or six issues, 
clean, orderly and readily accessible. 
Picture this distinctive, sturdy Volume 
File on your book shelf. Its rich green 
Kivar cover looks and feels like leather, 
and the 16-carat gold leaf hot-embossed 
lettering makes it a fit companion for 
your finest bindings. 


Please send me, postpaid 
eecsnsnsneneeeeeeeee---WOLUME FILES, @ $2.50 each, 


3 for $7.00 or 6 for $13.00. 


Name: 


The Volume File is reasonably priced, 
in spite of its costly appearance. It is 
sent postpaid, carefully packed, for 
$2.50 each. Most subscribers will find 
it more convenient and economical to 
order 3 for $7.00 or 6 for $13.00. If 
you are not entirely satisfied for any 
reason, return it to us within 10 days. 
Satisfaction guaranteed. 


Clip this coupon today for 
prompt shipment, and order 
direct from: 


AMERICAN COLLEGE OF PHYSICIANS 
4200 PINE ST., PHILADELPHIA 4, PA. 
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| new mes | in apy 
A totally new developmer fexigenic therap y, FRELUDIN su 
tially r duces the risks an in reauc Ing. 
Distinetive in Effectiveness: of clinical trials PRELUDIN co 
demonstrated outstandin ioduce significant and progressive weight 
or nervgus excitement. It may ¢ aministered with satety t 
your patient's reater com’ IN curtails appetite without 
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INJECTABLE 
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Auailable: Quinidine Hydrochloride Injectable (0.6 Gn.) in 5 ce. ampul 
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Sagall, E. 1.; Horn, C. D.; and Riseman, J. E. F.: Studies on the 
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Armbrust, Chas. A. Jr. and Levine, Samuel A.: nee eng Ventricular 
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Refractory Case: Circulation, 1: 939 (April Part II) 1950 


For additional information — just send your R blank marked 700-12 
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~s (3 gr.) in bottles of 100,500 & 1000. 
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= Virtually all acute bacterialinfec: — 
of the throat, nose, ear, and iung 
quickly. Yet, because the coliform | 
are highly insensitive, the bacteria] b: 
of the intestine is seldom disturbed. 
‘Nlotycin’ kills susceptible patho; 
of the respiratory tract. Therefore, th 
sponse is decisive and quick. Bacteria. 
plications such as otitis media, chronic — 
sillitis, and pyelitis are less likely to o: 


SC ANNIVERSARY 


YTHROMYCIN, LILLY) 
'lotyein’ is notably safe and well tol- 
rated, Staphylococcus enteritis and avi- 
_minosis have not been encountered. 
With usual dosages, gastro-intestinal hy- 
_crmotility is not observed in bed patients 
ond is seen in only a small percentage of 
ombulant patients. 
 vailable as specially coated tablets, pedi- 
suspensions, and I.M. ampoules. 
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